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Abstract: Background: Sarcoidosis is a granulomatous disease involving intrathoracic and extrathoracic
organs. Genetic and environmental factors, such as exposure to World-Trade Center (WTC) dust
after 9/11, may play a role in clinical presentation. Characterization of sarcoidosis in community
members with exposure to the WI'C dust can provide further insight into the relationship between
environmental exposure and sarcoidosis. Methods: Patients with documented sarcoidosis were
identified in the WTC Environmental Health Center (EHC), a treatment program for community
members. Demographic and clinical data were collected from standardized questionnaires and
chart review. Organ involvement was assessed with a standard instrument. Results: Among
patients in the WTC EHC, 87 were identified with sarcoidosis after 9/11. Sarcoidosis cases were
more likely African-American, local workers, and had more respiratory symptoms, compared with
non-sarcoidosis WTC EHC patients. Many (46%) had > Scadding stage 3 on chest imaging, and had
reduced lung function measures. Extrathoracic involvement was identified in 33/87 (38%) with a
diversity of organs involved. Conclusions: WTC-exposed sarcoidosis in community members is often
characterized by severe pulmonary disease and a high rate of diverse extrathoracic involvement.
Further analysis is required to characterize the course of disease progression or resolution.

Keywords: sarcoidosis; World Trade Center (WTC); Scadding stage; lung function; severe lung
disease; extrathoracic sarcoidosis; cardiac sarcoidosis

1. Introduction

Sarcoidosis is a multisystem granulomatous disease of unknown etiology that is currently
considered a genetically primed abnormal immune response to an antigenic exposure or trigger [1].
Rather than a single disease entity, sarcoidosis may be a constellation of “sarcoidoses,” with a
characteristic pattern of organ involvement, depending upon the underlying genotype and triggering
exposure. Exposure to the dust and fumes from the destruction of the World Trade Center (WTC) on 11
September 2001 (9/11) has been suggested to be one such trigger with sarcoidosis diagnoses described
in WTC-exposed members of the Fire Department of the City of New York (FDNY), those involved
in rescue and recovery efforts (responders), and community members (“survivors”) with WTC dust
exposure [2-7]. Increased incidence rates have been reported for the firefighters and responders [2,3,6].

Whereas sarcoidosis can affect nearly all organs and tissues, intrathoracic involvement including
hilar and mediastinal lymph nodes and/or lungs is the most common presentation [8,9]. However,
extrathoracic involvement often distinguishes sarcoidosis from other granulomatous diseases and
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contributes to its diagnosis [9]. Indeed, in a large survey of sarcoidosis patients (A Case Control
Etiologic Study of Sarcoidosis; ACCESS) 95% of the population had intrathoracic involvement and
50% extrathoracic involvement [8]. The presence of extrathoracic involvement was associated with
age, race and sex [8]. In addition, differences in progression of intrathoracic and extrathoracic organ
involvement were noted; intrathoracic involvement improved or remained stable whereas extrathoracic
involvement typically increased over time [10,11]. Development of new organ involvement was more
common in African-Americans [10]. The characteristics of sarcoidosis associated with WTC exposure,
particularly those in community members, are less well described. A recent study of the clinical
course of WTC-related sarcoidosis in the WTC-exposed Fire Department of the City of New York
(FDNY) suggested a phenotype with a high rate of cardiac and rheumatologic (bone/joint) involvement,
suggesting a unique response to their environmental exposure [7].

The WTC Environmental Health Center (WTC EHC) is a treatment program for self-referred
community members, or “survivors,” with medical and mental health conditions secondary to acute
exposure to the WTC dust on 9/11 (dust cloud) and/or chronic exposure to the WTC dust and fumes in
their homes and/or workplaces over the ensuing days and months [12]. These community members
include local residents, local workers, students, those involved in clean-up activities, and those who
were passing by on 9/11. In contrast to the firefighter and responder populations, nearly 50% of the
community members are women, and are of diverse race/ethnicity [13]. This heterogeneity and diversity
of exposure to the WTC dust and fumes distinguishes them from the WTC-exposed responders, and
their unique exposure sets them apart from the non-exposed general population. Characteristics of
community members with sarcoidosis have been incompletely described. Exploration of their clinical
presentation in comparison to other sarcoid variants may help us to better understand the relationship
between exposure and sarcoidosis phenotype, providing further insight into sarcoidosis etiology. We
now report a case series of community members in the WTC EHC with a diagnoses of post 9/11
sarcoidosis to further characterize the clinical presentation of sarcoidosis in this unique population. We
describe similarities and differences between this population and other WTC and non-WTC sarcoidosis.

2. Materials and Methods
2.1. Study Population

2.1.1. Inclusion-Exclusion Criteria

Patients were included for review if they were enrolled in the Bellevue Hospital WTC EHC with a
“certified” diagnosis as defined by the Centers of Disease Control (https://www.cdc.gov/wtc/handbook.
html#certifications) and signed consent to have their data analyzed. By federal rules, WTC-exposed
sarcoidosis cases allowed to enroll in the WTC EHC must have intrathoracic involvement presumed
secondary to their relevant WTC exposure. The Institutional Review Board of New York University
School of Medicine approved the research database (NCT00404898), and only data from patients
who provided informed consent were used for analysis. Patients were included for analysis if they
had biopsy proven sarcoidosis or chest imaging with characteristic findings of sarcoidosis defined as
bilateral symmetrical mediastinal and/or hilar adenopathy, perilymphatic nodules, or fibrosis with
bronchial distortion, at time of diagnosis or initial evaluation and without alternative etiology [9].
Signs or symptoms suggesting extrathoracic involvement such as confirmed uveitis or characteristic
rash with concomitant elevated ACE level, were also used to establish a diagnosis [9]. Patients with a
sarcoidosis diagnosis that predated 9/11 were excluded from analysis.

2.1.2. “Non-Sarcoidosis” Comparison Population

Study cases were compared to WIC exposed community members without sarcoidosis. In
addition to WTC exposure, their entry into the WTC EHC required a physical complaint and diagnosis
(e.g., lower or upper airway disease, GERD, other interstitial lung disease and/or cancer).
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2.2. Clinical Evaluation

Pathology reports were reviewed for all patients with available information to confirm histologic
culture-negative, noncaseating granulomas. For those without a biopsy, imaging reports were reviewed
to confirm characteristic findings. Information on demographic and clinical characteristics, including
WTC and other exposures, were obtained from a standardized questionnaire completed upon entry into
the WTC EHC [13]. Information in this questionnaire included direct exposures to the WTC dust clouds,
potential for exposure in the home or workplace, and duration of exposure in the home or workplace
prior to cleanup. The Modified Medical Research Council (mnMRC) questionnaire was used to assess
dyspnea. Additional clinical information obtained at entry into the WTC EHC included complete blood
count, metabolic panel, and liver enzyme levels. Lung function measurements performed as routine
screening were assessed. Chart reviews were performed to obtain additional information including
CXR, computed tomography (CT) scans, ophthalmologic findings, EKG and advanced cardiac imaging.
Additional diagnostic studies, e.g., serum angiotensin-converting enzyme (ACE) and serum vitamin D
(25-hydroxy and 1,25 dihydroxy) levels obtained in the WTC EHC at time of entry into the program or
during subsequent evaluation, were also reviewed.

2.3. Assessment of Disease Severity and Organ Involvement

Sarcoidosis cases were staged for pulmonary disease by both CXR and/or CT scan using Scadding
staging: stage 0: no adenopathy or infiltrates; stage 1: hilar and mediastinal adenopathy alone; stage 2:
adenopathy and pulmonary infiltrates; stage 3: pulmonary infiltrates alone; and stage 4: pulmonary
fibrosis [14]. Radiographic studies were selected for review based on temporality to disease onset with
images used that were closest to date of diagnosis.

The World Association of Sarcoidosis and Other Granulomatous Diseases (WASOG) organ
assessment instrument was used to categorize sarcoidosis involvement of each organ system at time of
initial evaluation [15]. A finding of “highly probable” or “at least probable” was considered diagnostic
for organ involvement. Positive findings on cardiac MRI (cMRI) were required to confirm a diagnosis
of cardiac sarcoidosis, “at least probable” criteria by WASOG [15]. Other cardiac imaging modalities
obtained after time of initial visit included electrocardiograms, echocardiograms, and continuous
ambulatory ECG monitoring. These were reviewed for findings suggestive of possible cardiac
involvement. Determination of ocular involvement required documentation of an ophthalmology
visit in which fundoscopic findings confirming sarcoidosis were described. Patients with a brain MRI
demonstrating characteristic abnormal enhancement after initial WTC clinic visit were identified as
having neurologic involvement of sarcoidosis. Abnormal electromyography (EMG) findings were
considered “suggestive but not diagnostic;” a field of “no consensus” in the WASOG organ assessment
instrument [15]. Patients were identified as having cutaneous manifestations if biopsies showed
pathognomonic granulomas and/or a dermatologist documented rashes with characteristic morphology
“at least probable” or “highly probable” by WASOG [15]. Liver, spleen or gastrointestinal involvement
was identified from available pathology, CT or MRI imaging.

2.4. Statistics

Descriptive statistics were used to summarize the study cohort. We used count and percentage
for categorical variables and median and IQR (Q1, Q3) for continuous variables. Univariate analyses
were performed to compare the demographic characteristics, clinical characteristics, laboratory values
and pulmonary function metrics between sarcoidosis patients and non-sarcoidosis patients and also
between sarcoidosis patients who had lung disease at Scadding stage 1-2 and those who had stage
3-4 disease. The comparison tests include x? test for categorical variables and Mann-Whitney U test
for continuous factors. Fisher exact test was performed in place of x? test if the expected count of
a category was less than 5. All statistical analyses were accomplished using SAS 9.4 software (SAS
Institute Inc., Gary, NC, USA). p-Values < 0.05 were considered statistically significant.
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3. Results

3.1. Demographic Characteristics

Among 5849 community members at Bellevue Hospital enrolled between 17 August 2005 and 30
March 2018 with signed consents for analysis, 98 were identified with WTC-related sarcoidosis as per
defined federal rules. Patients with a sarcoidosis diagnoses that predated 9/11 (n = 11) were excluded
from analysis. This resulted in 87 individuals with sarcoidosis available for analysis. Biopsy-proven
sarcoidosis was identified in 77, and an imaging diagnosis was obtained for 10. Sarcoidosis diagnosis
occurred on average 7 years (SD = 4.5) after 9/11/2001 and 3 years (SD = 4.8) before enrollment in the
WTC EHC, with mean time to enrollment being 10 years (SD = 4.4) after 9/11/2001.

As far as the 5751 non-sarcoidosis community members, patients without lung function values
(n = 607) were excluded to allow meaningful comparison of pulmonary physiology. For these
non-sarcoidosis patients (n = 5144), time to enrollment in the WTC EHC occurred on average 9 years
(SD = 3.8) after 9/11/2001.

Basic exposure and demographic characteristics are shown (Table 1). Many (51%) of the
WTC-exposed community members with sarcoidosis were caught in the dust cloud on 9/11/2001, and
most were local workers (73%). Almost half were female (48%) and the majority were never smokers
(67%). Patients with sarcoidosis had a median age of 40 years on 9/11. Race/ethnicity was diverse
with 44% reporting as black/African-American, 36% white and 18% Hispanic. We did not identify a
statistically significant association between WTC dust cloud exposure and sarcoidosis status in WTC
EHC. Those with sarcoidosis were more likely to be African-American and local workers compared
with patients without sarcoidosis.

Table 1. Basic demographic characteristics.

Characteristic Non-Sarcoidosis (N = 5144) Sarcoidosis (N = 87) p-Value
Age on 9/11/2001, yr, median (Q1, Q3) 43 (35, 50) 40 (33, 45) 0.015 *
Age on Initial Visit, yr, median (Q1, Q3) 59.7 (52, 67) 57.5 (51, 62) 0.017 *
Gender, n (%) 0.8
Female 2551 (50) 42 (48)
Male 2593 (50) 45 (52)
Race/Ethnicity, n (%) <0.0001 ***
Asian 427 (8) 2(2)
Hispanic 1483 (29) 15 (18)
NH-Black 942 (19) 38 (44)
NH-White 2176 (43) 31 (36)
Native American 11 (0.2) -
Other 51 (1) -
Ever smoke cigarettes, 1 (%) 0.2
Yes 2032 (40) 29 (33)
No 3087 (60) 58 (67)
WTC Exposure Category, 11 (%) <0.0001 ***
Local worker 2751 (53) 63 (73)
Resident 1163 (23) 8(9)
Rescue/Recovery/Other 603 (12) 15 (17)
Clean-up worker 613 (12) 1(1)
WTC Dust Cloud Exposure, 1 (%) 0.6
Yes 2711 (53) 44 (51)
No 2388 (47) 43 (49)

p-Value: ** < 0.0001; * < 0.05.
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3.2. Clinical Characteristics

Entry into the WTC EHC required a physical complaint and diagnosis, and most patients entered
with respiratory symptoms and diagnoses consistent with asthma, chronic obstructive pulmonary
disease or interstitial lung disease. Despite the frequency of these diagnoses, those with sarcoidosis
were more likely to report dyspnea, cough and wheeze > two times/week within 4 weeks of entry into
the clinic, as well as a decreased exercise tolerance after 9/11 (Table 2). Many reported comorbid nasal
drip or sinus congestion (57%) and heartburn (49%) while some endorsed rash (38%).

Table 2. Respiratory symptoms at time of enrollment.

Symptom, n (%) Non-Sarcoidosis (N = 5144) Sarcoidosis (N = 87) p-Value
Cough 3278 (64) 67 (78) 0.009 **
Wheezing 2608 (51) 58 (67) 0.004 **
Dyspnea with exercise 3929 (77) 76 (89) 0.009 **
Dyspnea at rest 1731 (34) 49 (56) <0.0001 ***
MMRC 0.03*

<3 3509 (79) 56 (69)

>3 928 (21) 25 (31)

p-Value: *** < 0.0001; ** < 0.01; * < 0.05.

Lung function measurements including pre and post bronchodilator (bd) spirometry, lung volume
and diffusion capacity measures were evaluated in patients with sarcoidosis compared with the
non-sarcoidosis patients (Table 3). Sarcoidosis patients had a reduced FEV; and pre-bronchodilator
FEV;/FVC compared with non-sarcoidosis patients. Sarcoidosis patients were also characterized
according to Scadding stage based on chest imaging. Thirty-six of 79 (46%) sarcoidosis patients with
available chest imaging had severe lung disease defined as Scadding stage 3 or 4. Patients with more
severe radiographic disease had reduced FEV, FVC and Dy CO compared with patients with milder
radiographic changes (Table 3).

Table 3. Lung function: Stage 1-2 vs. Stage 3—4 pulmonary sarcoidosis.

Non-Sarcoidosis Sarcoidosis (N = 79) Non-Sarcoidosis  Stage 1-2 vs.
(N = 5144) Lung Disease Lung Disease vs. Sarcoidosis Stage 34
Stage 1-2 (N =43)  Stage 3—4 (N = 36) p-Value p-Value

FEV3, L, median (%)
Pre bd 2.69 (90) 2.86 (88) 2.10 (75) 0.03* 0.002 **
Post bd 2.80 (94) 3.01 (89) 2.06 (77) 0.02* 0.0004 **
FVC, L, median (%)
Pre bd 3.51 (92) 3.55 (92) 3.02 (83) 0.25 0.03*
Post bd 3.56 (93) 3.68 (89) 2.78 (81) 0.13 0.008 **
FEV,/FVC, %"
Pre bd 78 76 75 0.04* 0.65
Post bd 80 79 79 0.27 0.42
TLC, L, median (%) 5.15 (91) 4.83 (90) 4.39 (67) 0.22 0.22
DLCO, mmHg, median (%) 19.15 (87) 19.50 (84) 15.10 (60) 0.11 0.013*

FEV;: forced expiratory volume in one second; FVC: forced vital capacity; TLC: total lung capacity; DLCO: diffusing
capacity of the lungs for carbon monoxide; bd: bronchodilator; %*: National Health and Nutrition Examination
Survey (NHANES) III reference values [16]; p-Value: *** < 0.0001; ** < 0.01; * < 0.05.

3.3. Organ Involvement

Thirty-three (38%) of the sarcoidosis patients had evidence of extrathoracic involvement: 19
(22%) had two organs involved, 10 (12%) had three organs involved, and 5 (6%) had > four. Diverse
organ involvement was identified; however, ocular involvement (15%) was the most common
extrathoracic manifestation followed by skin (13%). Fewer had confirmed nervous system (3%)
or cardiac (6%) involvement (Table 4). There were no significant differences in demographic or
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WTC exposure characteristics for isolated intrathoracic (n = 54) versus extrathoracic disease, severe
lung disease (Scadding Stage 3 or 4; n = 36), or extent of extrathoracic organ involvement (3 or
more organ systems involved; n = 15). Few patients (9/62; 15%) had elevated ACE levels. Median
neutrophil-to-lymphocyte ratio (NLR) was 2.4, compared to a reported mean of 1.65 in an adult,
non-geriatric, healthy population [17].

Table 4. Organ involvement.

Organ System, 1 (%) Sarcoidosis (N = 87)
Stage 1 18 (23)
Intrathoracic * gtzgz ; i; gg
Stage 4 19 (24)
Cardiac 5 (6)
Eyes 13 (15)
ENT 33
Bone-Joints 1(1)
Bone marrow 2(2)
Skin 11 (13)
Nervous System 3(3)
Liver 3(3)
Spleen 3(3)
Kidney 1(1)
Calcium 3(3)
Extrathoracic lymph nodes 2(2)
Thyroid 1(1)
Gastrointestinal 2(2)
Appendix 1(1)

* All with certified pulmonary involvement; eight without readily available chest imaging for review (1 = 79).

3.4. Cardiac Sarcoidosis: Screening and Diagnosis

Electrocardiograms were available for review in 75 individuals; 10 had abnormalities suggestive
of potential cardiac sarcoidosis, including left or right bundle branch block, left anterior fascicular block
or other interventricular conduction delay. Subsequent transthoracic echocardiogram was performed
in 7/10 of these patients. The majority (86%) had normal left ventricular ejection fraction without any
associated wall motion abnormalities.

A total of 14 patients were referred for advanced cardiac imaging (either cMRI or PET). 6/14 were
referred due to abnormal ECG, echocardiogram, and/or continuous ambulatory ECG monitoring;
the remaining eight were referred due to concerning cardiac symptoms alone (e.g., atypical chest
pain, palpitations, dizziness/syncope). Cardiac involvement was confirmed in 5/14 patients, one
with a supporting myocardial biopsy and two with an unremarkable screening study. Many patients
were awaiting advanced cardiac imaging at the time of this publication, including 7 patients with an
abnormal EKG and 6 with abnormal continuous ambulatory ECG monitoring.

4. Discussion

We described the clinical characteristics of a heterogeneous cohort of WTC-exposed community
members, or “survivors,” with post-9/11 sarcoidosis. The demographic characteristics of the WTC
EHC population with sarcoidosis differed from the FDNY, with many more patients who were female
or who identified as African American or Hispanic. These characteristics were more similar to the
general population described in ACCESS and the cohort from Medical University of South Carolina
(MUSC) [8,10,11].

By definition, WTC-exposed sarcoidosis cases must have intrathoracic involvement (100%).
However, the WTC-exposed survivors with sarcoidosis differed from other sarcoidosis variants—the
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WTC-exposed FDNY cohort as well as previously reported non-exposed general population(s)—in
terms of severity of their intrathoracic disease [7,8,10,11]. Forty-six percent had Scadding stage 3
or 4 on initial evaluation chest imaging, indicating advanced pulmonary involvement, which was
associated with reduced lung function measures. This frequency of severe disease is higher than that
described in the initial ACCESS study (15% with stage 3 or 4) and even greater than that described
in the FDNY cohort (7%) [7,8]. Importantly, the MUSC study, which evaluated the last available
radiograph allowing for progression of Scadding stage, still described lower rates (27%) of stage 3
or 4 disease than that identified in the WTC EHC cohort (46%). The severity of intrathoracic disease
is consistent with the respiratory symptoms reported at time of enrollment (Table 2). However, it is
unknown whether our cohort represents those with more symptomatic, severe disease rather than
sarcoidosis all-comers given the distinct self-referral entry into the WTC-EHC.

The frequency of extrathoracic involvement (38%) was slightly less than that reported in ACCESS
(50%) [8]. However, the extrathoracic involvement in the WTC-EHC was distinguished by its variety
and extent of extrathoracic organs involved. Similar to general population studies with comparable
race/ethnic distribution, ocular and skin involvement were most common [8,10,11]. This is in contrast
to the predominantly Caucasian male FDNY cohort, for which eye and skin involvement were
relatively rare (5% and 2% respectively) [7]. Rare, but unique organ involvement included thyroid
(1%), gastrointestinal (2%) and the appendix (1%). The extent of organ involvement (17% with three or
more organs involved), was similar to that reported in the general population (20%) [8]. However,
unlike the ACCESS and MUSC studies where African Americans tended to have more organs involved,
we detected no significant differences in demographic variables for intrathoracic versus extrathoracic
disease or extent of extrathoracic organ involvement [8,10,11].

Cardiac sarcoidosis remains a challenging diagnosis with current guidelines recommending
advance cardiac imaging only in patients with symptoms, abnormal (ECG), or abnormal
echocardiogram [18,19]. However, screening modalities have limited sensitivity; a study on predictors
of cardiac sarcoidosis cited a sensitivity of 58% for ECGs and 62% for echocardiograms [20]. While
continuous ambulatory ECG monitoring for 24 hours or more has higher sensitivity (89%), it has low
specificity (21%) [20]. The rate of confirmed cardiac sarcoidosis (6%) in the survivor cohort is consistent
with that of non-WTC general population studies, with clinically evident cardiac sarcoidosis manifested
by conduction abnormalities, ventricular arrhythmias, and/or heart failure evident in only 2-7% of
sarcoidosis patients [8,10,11]. Although cardiac sarcoidosis was clinically detected in 16% (19/57) of the
WTC-exposed FDNY cohort at follow-up, this may have been due to increased screening in relatively
asymptomatic patients [7]. A lower threshold for advanced cardiac imaging in the survivor population
might result in higher rates of detection, beyond those already awaiting confirmatory diagnostics.

This study has several limitations. Complete analyses of all patients were not possible due
to missing data. Many patients referred to the WTC EHC also receive care at outside institutions,
including some critical components of sarcoidosis screening for extrathoracic disease. Thus data from
other institutions may not have been captured by our study, leading to potential underreporting of
extrathoracic organ involvement. Furthermore, although a standardized approach to diagnosis and
evaluation was recommended at the WTC EHC, diagnostic studies were varied. Patients shared
a common WTC exposure; however, the degree and extent of that exposure, including differences
among the WTC dust characteristics, is known to vary, complicating the environmental exposure
analysis. Patients had ranging dates of initial sarcoidosis diagnosis. Given the tendency of sarcoidosis
organ involvement to increase per year, it is likely that patients in our cohort with more recent dates
of diagnosis will continue to develop extrathoracic involvement as time progresses. In addition,
longitudinal analysis was confounded by irregular follow-up by many patients, and visit incongruity
made it difficult to compare number of organs involved per equivalent time period. Additional
analyses are needed to further characterize clinical course.
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5. Conclusions

Our data suggest a WTC-exposed sarcoidosis phenotype in community members or “survivors”
often characterized by severe pulmonary disease and diverse extrathoracic involvement. These
characteristics differ from those described for the FDNY. Similarities to general population studies
are likely secondary to comparable gender and race/ethnicity distribution with differences in severity
of pulmonary disease and rare organ involvement potentially explained by WTC exposure. Further
analysis is required to characterize the course of disease progression or resolution.

Author Contributions: Conceptualization, KM.H., A K. and J.R..; methodology, KM.H., S.M., Y.Z.; software, Y.Z.
and Y.S,; validation, Y.Z. and Y.S.; formal analysis, KM.H., SM., J.R., Y.Z. and Y.S.; investigation, KM.H., S.M. and
Y.Z.; resources, A.K., Y.Z. and Y.S.; data curation, KM.H., S M., Y.Z. and Y.S.; writing—original draft preparation,
KM.H. and S.M.; writing—review and editing, KM.H., AK,, J.R,, Y.Z. and Y.S,; visualization, Y.Z.; supervision,
KM.H,, Y.S. and J.R.; project administration, Y.S. and J.R.; funding acquisition, Y.S. and J.R.

Funding: This research was supported by the City of New York, US Centers for Disease Prevention and Control
(CDC) and the National Institute of Occupational Safety and Health (NIOSH) contracts 200-2017-93327 and
200-2017-93427, as well as the National Institute of Environmental Health Sciences grant 5P30ES000260.

Conflicts of Interest: The authors declare no conflict of interest. The funders had no role in the design of the
study; in the collection, analyses, or interpretation of data; in the writing of the manuscript, or in the decision to
publish the results.

References

1. Valeyre, D.; Prasse, A.; Nunes, H.; Uzunhan, Y.; Brillet, P.-Y.; Miiller-Quernheim, J. Sarcoidosis. Lancet 2014,
383, 1155-1167. [CrossRef]

2. Izbicki, G.; Chavko, R.; Banauch, G.I.; Weiden, M.D.; Berger, K.I; Aldrich, TK.; Hall, C.; Kelly, K.]J.; Prezant, D.J.
World Trade Center “Sarcoid-Like” Granulomatous Pulmonary Disease in New York City Fire Department
Rescue Workers. Chest 2007, 131, 1414-1423. [CrossRef] [PubMed]

3. Crowley, L.E.; Herbert, R.; Moline, ].M.; Wallenstein, S.; Shukla, G.; Schechter, C.; Skloot, G.S.; Udasin, I.;
Luft, B.J.; Harrison, D.; et al. “Sarcoid like” granulomatous pulmonary disease in World Trade Center disaster
responders. Am. J. Ind. Med. 2010, 54, 175-184. [CrossRef] [PubMed]

4. Jordan, H.T,; Stellman, S.D.; Prezant, D.; Teirstein, A.; Osahan, S.S.; Cone, J.E. Sarcoidosis Diagnosed After
September 11, 2001, Among Adults Exposed to the World Trade Center Disaster. J. Occup. Environ. Med.
2011, 53, 966-974. [CrossRef] [PubMed]

5. Parsia, S.S; Yee, H,; Young, S.; Turetz, M.L.; Marmor, M.; Wilkenfeld, M.; Kazeros, A.; Caplan-Shaw, C.E,;
Reibman, J. Characteristics of Sarcoidosis in Residents and Workers Exposed to World Trade Center (WTC)
Dust, Gas and Fumes Presenting for Medical Care. Am. Thorac. Soc. 2010, A1740. [CrossRef]

6. Webber, M.P; Yip, J.; Zeig-Owens, R.; Moir, W.; Ungprasert, P.; Crowson, C.S.; Hall, C.B.; Jaber, N.;
Weiden, M.D.; Matteson, E.L.; et al. Post-9/11 Sarcoidosis in WTC-Exposed Firefighters and Emergency
Medical Service Workers. Respir. Med. 2017, 132, 232-237. [CrossRef] [PubMed]

7.  Hena, KM,; Yip, J.; Jaber, N.; Goldfarb, D.; Fullam, K.; Cleven, K.; Moir, W.; Zeig-Owens, R.; Webber, M.P.;
Spevack, D.M,; et al. Clinical Course of Sarcoidosis in World Trade Center-Exposed Firefighters. Chest 2017,
153, 114-123. [CrossRef] [PubMed]

8. Baughman, R.P.; Teirstein, A.S.; Judson, M.A.; Rossman, M.D.; Yeager, H.; Bresnitz, E.A.; DePalo, L.;
Hunninghake, G.; Iannuzzi, M.C.; Johns, C.J.; et al. Clinical Characteristics of Patients in a Case Control
Study of Sarcoidosis. Am. J. Respir. Crit. Care Med. 2001, 164, 1885-1889. [CrossRef] [PubMed]

9.  Valeyre, D.; Bernaudin, ].-F,; Uzunhan, Y.; Kambouchner, M.; Brillet, P-Y.; Soussan, M.; Nunes, H. Clinical
Presentation of Sarcoidosis and Diagnostic Work-Up. Semin. Respir. Crit. Care Med. 2014, 35, 336-351.
[PubMed]

10.  Judson, M.A.; Baughman, R.P.; Thompson, B.W.,; Teirstein, A.S.; Terrin, M.L.; Rossman, M.D.; Yeager, H.;
McLennan, G.; Bresnitz, E.A.; DePalo, L.; et al. Two year prognosis of sarcoidosis: the ACCESS experience.
Sarcoidosis Vasc. Diffus. Lung Dis. 2003, 20, 204-211.

11. Judson, M.A.; Boan, A.D.; Lackland, D.T. The clinical course of sarcoidosis: presentation, diagnosis, and
treatment in a large white and black cohort in the United States. Sarcoidosis Vasc. Diffus. Lung Dis. 2012, 29,
119-127.


http://dx.doi.org/10.1016/S0140-6736(13)60680-7
http://dx.doi.org/10.1378/chest.06-2114
http://www.ncbi.nlm.nih.gov/pubmed/17400664
http://dx.doi.org/10.1002/ajim.20924
http://www.ncbi.nlm.nih.gov/pubmed/21298693
http://dx.doi.org/10.1097/JOM.0b013e31822a3596
http://www.ncbi.nlm.nih.gov/pubmed/21860326
http://dx.doi.org/10.1164/ajrccm-conference.2010.181.1_MeetingAbstracts.A1740
http://dx.doi.org/10.1016/j.rmed.2017.06.004
http://www.ncbi.nlm.nih.gov/pubmed/28622920
http://dx.doi.org/10.1016/j.chest.2017.10.014
http://www.ncbi.nlm.nih.gov/pubmed/29066387
http://dx.doi.org/10.1164/ajrccm.164.10.2104046
http://www.ncbi.nlm.nih.gov/pubmed/11734441
http://www.ncbi.nlm.nih.gov/pubmed/25007086

Int. |. Environ. Res. Public Health 2019, 16, 1291 90f9

12.

13.

14.

15.

16.

17.

18.

19.

20.

Reibman, J.; Levy-Carrick, N.; Miles, T.; Flynn, K.; Hughes, C.; Crane, M.; Lucchini, R.G. Destruction of the
World Trade Center Towers. Lessons Learned from an Environmental Health Disaster. Ann. Am. Thorac. Soc.
2016, 13, 577-583. [CrossRef] [PubMed]

Reibman, J.; Liu, M.; Cheng, Q.; Liautaud, S.; Rogers, L.; Lau, S.; Berger, K.I.; Goldring, R.M.; Marmor, M.;
Fernandez-Beros, M.E.; et al. Characteristics of a Residential and Working Community with Diverse Exposure
to World Trade Center Dust, Gas, and Fumes. J. Occup. Environ. Med. 2009, 51, 534-541. [CrossRef] [PubMed]
Scadding, J.G. Prognosis of Intrathoracic Sarcoidosis in England. BM]J 1961, 2, 1165-1172. [CrossRef]
[PubMed]

Judson, M.A.; Costabel, U.; Drent, M.; Wells, A.; Maier, L.; Koth, L.; Shigemitsu, H.; Culver, D.A.; Gelfand, J.;
Valeyre, D.; et al. The WASOG Sarcoidosis Organ Assessment Instrument: An update of a previous clinical
tool. Sarcoidosis Vasc. Diffus. Lung Dis. 2014, 31, 19-27.

Hankinson, J.L.; Odencrantz, J.R.; Fedan, K.B. Spirometric Reference Values from a Sample of the General
U.S. Population. Am. . Respir. Crit. Care Med. 1999, 159, 179-187. [CrossRef] [PubMed]

Forget, P; Khalifa, C.; Defour, J.-P; Latinne, D.; Van Pel, M.-C.; De Kock, M. What is the normal value of the
neutrophil-to-lymphocyte ratio? BMC Res. Notes 2017, 10, 995. [CrossRef] [PubMed]

Mehta, D.; Lubitz, S.A.; Frankel, Z.; Wisnivesky, ].P; Einstein, A.J.; Goldman, M.; Machac, J.; Teirstein, A.
Cardiac Involvement in Patients with Sarcoidosis. Chest 2008, 133, 1426-1435. [CrossRef] [PubMed]
Hulten, E.; Aslam, S.; Osborne, M.; Abbasi, S.; Bittencourt, M.S.; Blankstein, R. Cardiac sarcoidosis—State of
the art review. Cardiovasc. Diagn. Ther. 2016, 6, 50-63. [PubMed]

Freeman, A.M.; Curran-Everett, D.; Weinberger, H.D.; Fenster, B.E.; Buckner, ] K.; Gottschall, E.B.; Sauer, WH.;
Maier, L.A.; Hamzeh, N.Y. Predictors of Cardiac Sarcoidosis Using Commonly Available Cardiac Studies.
Am. ]. Cardiol. 2013, 112, 280-285. [CrossRef] [PubMed]

@ © 2019 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
@ article distributed under the terms and conditions of the Creative Commons Attribution

(CC BY) license (http://creativecommons.org/licenses/by/4.0/).


http://dx.doi.org/10.1513/AnnalsATS.201509-572PS
http://www.ncbi.nlm.nih.gov/pubmed/26872108
http://dx.doi.org/10.1097/JOM.0b013e3181a0365b
http://www.ncbi.nlm.nih.gov/pubmed/19365288
http://dx.doi.org/10.1136/bmj.2.5261.1165
http://www.ncbi.nlm.nih.gov/pubmed/14497750
http://dx.doi.org/10.1164/ajrccm.159.1.9712108
http://www.ncbi.nlm.nih.gov/pubmed/9872837
http://dx.doi.org/10.1186/s13104-016-2335-5
http://www.ncbi.nlm.nih.gov/pubmed/28057051
http://dx.doi.org/10.1378/chest.07-2784
http://www.ncbi.nlm.nih.gov/pubmed/18339784
http://www.ncbi.nlm.nih.gov/pubmed/26885492
http://dx.doi.org/10.1016/j.amjcard.2013.03.027
http://www.ncbi.nlm.nih.gov/pubmed/23602692
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Study Population 
	Inclusion-Exclusion Criteria 
	“Non-Sarcoidosis” Comparison Population 

	Clinical Evaluation 
	Assessment of Disease Severity and Organ Involvement 
	Statistics 

	Results 
	Demographic Characteristics 
	Clinical Characteristics 
	Organ Involvement 
	Cardiac Sarcoidosis: Screening and Diagnosis 

	Discussion 
	Conclusions 
	References

