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A whole genome sequencing study
of moderate to severe asthma
identifies a lung function locus
associated with asthma risk
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Genome-wide association studies (GWAS) have identified many common variant loci associated with
asthma susceptibility, but few studies investigate the genetics underlying moderate-to-severe asthma
risk. Here, we present a whole-genome sequencing study comparing 3181 moderate-to-severe asthma
patients to 3590 non-asthma controls. We demonstrate that asthma risk is genetically correlated

with lung function measures and that this component of asthma risk is orthogonal to the eosinophil
genetics that also contribute to disease susceptibility. We find that polygenic scores for reduced

lung function are associated with younger asthma age of onset. Genome-wide, seven previously
reported common asthma variant loci and one previously reported lung function locus, near THSD4,
reach significance. We replicate association of the lung function locus in a recently published GWAS

of moderate-to-severe asthma patients. We additionally replicate the association of a previously
reported rare (minor allele frequency <1%) coding variant in /L33 and show significant enrichment

of rare variant burden in genes from common variant allergic disease loci. Our findings highlight the
contribution of lung function genetics to moderate-to-severe asthma risk, and provide initial rare
variant support for associations with moderate-to-severe asthma risk at several candidate genes from
common variant loci.

Asthma is a heterogeneous complex disease characterized by reversible airway obstruction, airway hyperrespon-
siveness, and variable inflammation. Genome-wide association studies (GWAS) of asthma have identified more
than thirty loci associated with asthma susceptibility'~>. Many of these loci point to inflammation mediated by
type 2 immunity (e.g. IL13) and are enriched in regions with histone marks indicating enhancers in immune
cells®. Though GWAS have successfully uncovered numerous asthma loci, gaps remain in our understanding of
the genetics underlying asthma risk.

First, although many studies have been carried out on asthma risk’, only a small fraction specifically
focused on severe or uncontrolled asthma patients®~'2. While these patients only constitute 5-10% of all asthma
patients'>!, they represent more than 50% of healthcare usage (by asthma patients) and have a large unmet medi-
cal need'. For these reasons, we focused our study on this asthma subgroup. A recent study (Shrine et al.?) car-
ried out a GWAS of over 10,000 patients (including > 5000 cases from the UK Biobank) with moderate-to-severe
asthma. While they found that the majority of moderate-to-severe risk loci overlapped with asthma risk loci, the
presence of loci associated with only moderate-to-severe asthma suggest some distinct mechanisms underlie mild
versus severe asthma. In addition, though it is clinically appreciated that the two key traits underlying asthma
and asthma severity—lung function and eosinophilic inflammation—likely represent distinct pathways, how the
genetics contributing to these traits overlap and influence asthma is yet to be fully explored.

Second, though the majority of asthma GWAS have focused on common variants, several rare variants con-
tributing to asthma risk have recently been identified. In particular, previous reports in mild to severe asthma
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have identified rare coding variants in IL33'® and GSDMB’, though their contribution to moderate-to-severe
asthma risk have not yet been tested. We therefore carried out a whole-genome sequencing study (WGS) on
moderate-to-severe asthma patients. We aim to identify common and rare genetic contribution to disease risk,
and to compare and contrast the role of eosinophil and lung function genetics in moderate-to-severe asthma.

Results

Common genetics of asthma risk in moderate-to-severe patients. In this study, we first ana-
lyzed common variants obtained from whole-genome sequences of 3181 moderate-to-severe asthma cases and
3590 non-asthma controls of majority European ancestry (fraction of European ancestry>0.85 as estimated by
Admixture'®). Asthma cases were derived from ten studies, eight of which were clinical trials (see “Methods”).
Healthy control samples with comparable sequencing data were unavailable as sequenced samples were mainly
from clinical trials. We thus obtained disease controls from participants in non-asthma clinical trials that were
sequenced and processed with the same informatic pipeline to minimize batch effects that may be introduced via
differing sequencing technologies and bioinformatics processing pipelines (see “Methods”). These non-asthma
disease controls comprised 1140 and 2450 patients from clinical trials of age-related macular degeneration
(AMD) or rheumatoid arthritis (RA), respectively. Though similar pathways may contribute to both asthma and
RA (e.g. IL6" and Thl cells®), there is minimal genetic correlation between the two traits (r,=0.12, P=0.06).
AMD and asthma similarly have a low genetic correlation (r,=0.08, P=0.07). Additionally RA and AMD are
not genetically correlated (r,=0.035, P>0.3) and share few genetic loci (n=2) suggesting limited confounding
was introduced by the use of RA and AMD as controls in this study (see Supplementary Note S1). Furthermore,
to remove potential association signals originating from our controls, we applied a differential-effects test to
remove variants with effect sizes that were significantly different (P <0.01) when comparing asthma cases to
AMD controls versus comparing the same asthma cases to RA controls (see “Methods”). This test successfully
filtered known AMD and RA loci (e.g. the associations of the CFH and ARMS2/HTRA1I loci with AMD) (Sup-
plemental Fig. S2).

Variants were removed for failing an allelic depth balance test, Hardy—Weinberg equilibrium, and/or hav-
ing high missingness rates (see “Methods”). After variant filtering, there were 7,165,996 common variants
(MAF > 1%). We corrected for genetic sex and the top five principal components and observed minimal inflation
in the p-values genome-wide (A, =1.062, A;gg=1.018) (Supplemental Fig. S1). We used a previously reported,
independent study, by Shrine et al. 2019 moderate-to-severe asthma risk stage 1 GWAS® (5135 cases and 25,675
controls) to replicate variants discovered in our study. The use of this independent study to replicate our findings
further generalize our findings beyond cases studied in a clinical trial setting.

We first estimated the narrow-sense heritability (h?) of moderate-to-severe asthma risk in our study using the
LD-score regression framework?!. We assumed a prevalence of 0.0084 for moderate-severe asthma by using a
prevalence of 0.084 for all asthma and assuming moderate-severe asthma patients account for 10% of all asthma
patients'’. Using the prevalence above, we estimated that the h? for our moderate-to-severe asthma risk study is
0.29 (s.e.=0.045) (estimated h” assuming a range of other prevalences are available in Supplemental Table S1).
We further estimated the genetic correlation between moderate-to-severe asthma risk as defined in our study
and in the previously published Shrine et al. study® to be 0.54 (s.e.=0.096). This was lower than the estimated
genetic correlation between moderate-to-severe asthma risk as defined in our study and general asthma risk as
defined in Demenais et al.? (r,=0.71, s.e. =0.03) though the 95% confidence intervals of these estimates overlap.

Eight regions reached genome-wide significance (P <5x107%), seven of which were within 1 Mb of regions
previously reported to be associated with asthma (Fig. 1, Table 1). An additional 16 previously reported asthma
associations'? (Supplemental Table S2) and 34 previously reported allergic disease associations®? (Supplemental
Table S3) showed at least nominal evidence for significance (P <0.05) in this study. The previously reported
moderate-to-severe asthma risk locus near MUC5AC showed modest levels of significance with the same direc-
tion of effect (rs11603634, P=2.99x 1073, OR;=1.11).

The genome-wide significant association that did not map to any previously reported asthma loci maps to
chromosome 15 near the gene THSD4 (rs11631778, ORg e = 1.23, P=3.54 x 108, MAF,,,.,=0.35) (Table 1).
The MAF of this variant is higher in our cases as compared to the control samples in our study (MAF=0.31) as
well as in gnomAD (v2.1.1) (MAF, o, pinnish-gur = 0.32) and UK Biobank participants over the age of 50 with no
documented respiratory disorders (MAF =0.33). We were able to replicate association of this THSD4 variant
with moderate-to-severe asthma risk in the Shrine et al. study® (P =0.0079, ORg_yjqe = 1.06), but were unable to
replicate this association (using the proxy SNP in high LD with our lead variant—rs11853359, r*=0.93) in studies
that did not enrich for moderate-to-severe asthma patients (European subset of the Demenais et al. study? and
GWAS of the asthma Phecode in the UK Biobank?*)(P >0.45 ).

Conditioning on the index variant in the region (rs11631778) did not reveal any independent associations
passing a genome-wide significant threshold of 5x 1078, Applying FINEMAP? to the region further supported
a single causal signal of association with asthma at this locus and found 10 variants in the 95% credible set
(Supplemental Table S4), with the lead SNP having a posterior inclusion probability of 0.23. Variants in the 95%
credible set overlapped with enhancers and histone marks in lung tissue and lung-related cell-types, and were also
associated with expression of THSD4 in lung samples from GTEx (Supplemental Table S5). To confirm that the
lung eQTL and asthma risk association point to the same underlying causal variant, we carried out colocalization
analysis via the coloc package in R (see “Methods”)?*. We found there was a high probability of colocalization
between the lung eQTL and the asthma risk association (probability,,jscaization = 0-99) (Supplemental Fig. S4).

Multiple traits can contribute to asthma pathology with lung function (which can be viewed as a proxy for
structural changes in the airway leading to variable airflow limitation) and eosinophilic inflammation being two
of the major traits®. It is now appreciated clinically that these two traits may not be causally linked”” and we set
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Figure 1. Manhattan plot of common variants (MAF > 1%) associated with asthma risk in this GWAS of 3,181
moderate-to-severe asthma patients and 3590 non-asthma controls. The —log,, two-sided p-values are displayed.
Variants with P <0.01 for the differential effects test (See “Methods”) are filtered out. See Supplemental Fig. S2
for a corresponding plot which includes all variants. The black line indicates the genome-wide significance
threshold of 5x 1078, Previously reported loci are labeled in black, the novel locus is labeled in blue.
SNP CHR BP (GRCh38) Nearest gene Risk/non-risk allele OR SE P-value Ppe RAF . RAF r01
15139210940 2 102,265,885 ILIRL2 AT/A 1.339 0.051 8.08x10° 0.333 0.879 0.847, 0.843
1510455025 5 111,069,301 TSLP C/A 1.304 0.037 436x10713 0.856 0.387 0.34,0.326
117205170 6 32,634,706 HLA-DQAI GIT 1.449 0.046 7.92x 10716 0.168 0.84 0.797, 0.779
152875584 6 90,240,909 BACH2 /T 1.238 0.038 1.57x10° 0.351 0.706 0.666, 0.653
157130588 11 76,559,639 Cllorf30 G/A 1.242 0.036 2.46x107° 0.04 0.386 0.358, 0.332
rs2104047 14 68,287,700 RADS5IB T/C 1.245 0.039 1.28x 1078 0.134 0.312 0.262,0.274
rs11631778 15 71,314,041 THSD4 G/A 1.225 0.037 3.54% 104 0.436 0.354 0.305, 0.311
157216558 17 39,913,818 GSDMB T/C 1.263 0.035 1.91x107 0.442 0.545 0.479, 0.494

Table 1. Sentinel variants in eight regions significantly associated with moderate-to-severe asthma risk in this
GWAS of 3181 cases and 3590 controls (OR = odds ratio for coded allele, SE =standard error, Py = p-value for
the differential effects test, RAF =risk allele frequency for AMD and RA controls, respectively).

out to test whether genetic analyses further support this distinction. The novel moderate-to-severe asthma locus
uncovered above is likely contributing to asthma via lung function as the lead SNP, rs11631778, is in high linkage
disequilibrium (LD) (r*=0.95) with a SNP (rs1441358) associated with increased COPD risk?, and reduced lung
function?, but is not associated with eosinophil blood count (P >0.05)*°. We next sought to investigate whether
this distinction between the two traits extended beyond the THSD4 locus.

We estimated the genetic correlation between lung function measures and blood eosinophil counts, and
asthma risk. We confirmed previous reports®! that blood eosinophil cell count and asthma risk are genetically
correlated (r,=0.30, Supplemental Table $6) by applying LD-score regression*! to a GWAS of blood eosinophil
cell counts in the INTERVAL study® and the Demenais et al. asthma risk GWAS2 We found this genetic cor-
relation was also present between moderate-to-severe asthma risk and blood eosinophil cell count (r,=0.28).
We found a similar genetic correlation when using moderate-to-severe asthma risk as defined in Shrine et al.®
(Supplemental Table S6). Next, we used a recent meta-analysis of lung function traits carried out on the UK
Biobank and SpiroMeta cohorts® of four lung function measures: FEV, (forced expiratory volume in 1 s), FVC
(forced vital capacity), PEF (peak expiratory flow) and FEV,/FVC?* to calculate the genetic correlation between
these traits and asthma risk. We found inverse genetic correlation between overall asthma risk and lung function
(e.g. higher asthma risk was genetically correlated with lower lung function) (r,< - 0.21 for all lung function
traits, Supplemental Table S6). As with overall asthma risk, we found that moderate-to-severe asthma risk was
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also inversely correlated with all lung function measures (r,< - 0.16) (Supplemental Table S6). This inverse
genetic correlation was replicated in the moderate-to-severe asthma risk published by Shrine et al.® (Supple-
mental Table S6).

We next explored whether lung function genetics overlap with the genetics of blood eosinophil counts or
whether they represent independent pathways that may contribute to asthma pathology. While asthma risk
shows evidence of shared genetics with both lung function measures and eosinophils, we found that the shar-
ing between eosinophils and lung function measures was low (- 0.086 <r,< - 0.039), suggesting they represent
orthogonal axes contributing to overall asthma risk pathology (Supplemental Table S6). Given the distinct vari-
ants contributing to these two traits, we next investigated whether these variants influenced the trajectory of
asthma—specifically we asked if and how these two axes impacted age of onset in asthma patients. While several
risk factors (e.g. allergic sensitization) contribute to childhood onset asthma, proposed risk factors for adult
onset asthma include upper respiratory tract infections, exposure to pollutants, hormonal factors, and obesity.
Impaired lung function is also observed to be lower in adult onset asthma as compared to childhood onset®,
though other studies suggest limited impact of lung function on age of onset****. Therefore, we hypothesized that
genetic variants associated with lung function would likely be associated with asthma age of onset.

To test this hypothesis, we generated polygenic scores (PS) in a subset of our patients for which age of onset
data were available (N =1456). To briefly summarize polygenic scores, a polygenic score for each individual is
calculated by how many phenotype-associated alleles an individual carried weighted by the allele’s effect on that
phenotype. A large polygenic score can be interpreted as someone with a higher likelihood, based upon their
genetics, to have that phenotype (e.g. asthma) compared to someone with a low polygenic score. We scored indi-
viduals using publicly available GWAS summary statistics for allergic disease?, asthma risk?, blood eosinophil
count®, and lung function measures® (see “Methods”). We created a binary phenotype, binning patients into
whether they had childhood onset asthma (age onset <12, N=665) or adult onset asthma (age>25, N=791)
and regressed this binary phenotype on each PS. As expected, we found that increased PSs for allergic disease
and asthma were associated (P <1.09 x 10~°) with childhood onset asthma (OR jergic_disease = 0-34s OR yma = 0.38)
(Fig. 2, ) after correcting for testing seven PS. As hypothesized, PSs for FEV,/FVC and PEF were significantly
associated with childhood onset asthma (P <3.97 x 10-*), where a higher lung function PS was associated with
adult onset asthma or protective for childhood onset asthma. Though the PS for blood eosinophil count was
nominally associated with asthma age of onset (P =0.02), this did not pass multiple testing correction.

To replicate our findings in an independent cohort, we carried out a similar age of onset analyses in 6,312
UK Biobank participants with moderate-to-severe asthma as defined in Shrine et al.® (see “Methods”). We were
able to replicate the allergic disease, asthma, and FEV/FVC PS associations with age of onset (P <9.06x 107
(Fig. 2, Supplementary Table S7).

Rare coding variants associated with moderate-to-severe asthma risk. After variant level QC
filters as described above, we were left with 3,600,569 rare (MAF < 1%) exonic variants. Previous studies reported
the minor allele of a rare loss of function variant in IL33 (rs146597587-C) was associated with reduced asthma
risk!® and the minor allele of a rare missense variant in GSDMB (rs12450091-C) was associated with increased
risk of asthma!”. We were able to replicate the association of the IL33 variant in our study (ORc_yqe=0.37,
p-value=0.025, MAF=1.93x 107®), but not the GSDMB variant (OR¢_yq.=1.32, P=0.79, MAF=2.32x107%).
Genome-wide, no individual rare coding variants were significant after correcting for the number of rare coding
variants tested (strict Bonferroni cut-off of correcting for 3,600,569 rare coding variants, P<1.39x 1078).

To improve power (especially for genes with extensive allelic heterogeneity), we further aggregated rare vari-
ants into gene coding regions. To do so we employed the rare variant burden test as this was compatible with the
differential-effects test used in this study to flag results that may be significant due to the use of disease-controls.
Burden tests are well powered for scenarios where there is a large fraction of causal variants with a similar direc-
tion of effect. On the other hand, we will have reduced power to detect genes with a small fraction of causal
variants with opposing directions of effect®®*. In the burden test, we coded individuals as 0 or 1 dependent on
whether the individual carried a rare allele in that gene. We carried out two sets of burden tests. In the first, we
only considered variants with a predicted high impact on protein function (loss-of-function test). In the second,
we considered variants in the first test as well variants with a moderate predicted impact that had a PolyPhen®
score (probability of the variant being deleterious) > 0.5 (loss-of-function and moderate impact variant test)
(see “Methods”). For each burden test, only genes with > 2 variants and > 5 carriers of rare variants satisfying
the criteria above were considered for testing. 3166 genes passed our filtering criteria for our first burden test
of loss-of-function variants, and 15,836 genes passed our criteria for having loss of function variants and/or
moderate impact variants with PolyPhen>0.5.

Opverall, no genes were significant after correcting for the number of genes tested exome-wide (Supplemental
Figs. S5, S6). We next sought to test whether collectively they were enriched for association of candidate genes
from common-variant allergic diseases, moderate-to-severe asthma and/or lung function GWAS. We investigated
three gene-sets corresponding to 132 allergic disease candidate genes, 17 moderate-to-severe asthma candidate
genes, and 68 lung function candidate genes for common variant risk loci previously identified®*>*. A majority
of these candidate genes reported by the original studies were supported with either coding level or eQTL sup-
port linking genes to the associated loci (further details can be found in the “Methods” as well as in the original
publications®*?). We found significant enrichment for association of genes within the allergic disease gene-set for
loss-of-function and moderate impact rare variant burden (P =0.004) (see “Methods”). We also found nominal
significance for enrichment of the lung function gene-set (P=0.031) though this did not pass multiple testing
correction for three gene-sets and two rare variant burden masks (Supplemental Table S8).
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Figure 2. Association of polygenic scores with asthma age of onset. Childhood onset asthma was defined as age
onset <12 and adult onset asthma was defined as age of onset > 25. This binary age of onset trait was regressed
on polygenic scores of various traits. Polygenic scores were calculated from publicly available GWAS of allergic
disease (n=242,569), asthma (n=127,669), blood eosinophil cell counts (n=40,521) and various lung function
measures (n=400,102). The analysis was carried out in the current whole-genome-sequencing cohort (WGS)
(n=1456) as well as in a cohort of UK Biobank participants (n=6312). Increased polygenic scores for asthma,
allergic disease and blood eosinophil counts are associated with younger age of onset, while increased lung
function polygenic scores generally associate with adult onset asthma. Association statistics for PS analyses are
available in Supplementary Table S7.

Within the allergic diseases and moderate-to-severe asthma gene-sets, FLG was nominally significant in the
loss-of-function burden test (P =0.024, OR=1.473), and eight additional genes passed nominal significance in
the high or moderate (PolyPhen > 0.5) impact burden test (RERE, IQCB1, PPP2R3C, PITPNM2, DYNARB TSLP,
EAF2, RASA2) (Supplemental Tables S9 and S10). Of the lung function candidate genes, rare variant burden in
four genes (MAPT, CFDP1, EML3, and LTBP4) was nominally associated with asthma risk in our study (Sup-
plemental Tables S9 and S10).

To investigate whether any of these nominally associated genes in our study had rare variant support from
an independent cohort we turned to the partially released whole-exome sequencing (WES) data for 200K UK
Biobank participants. Of the 6312 participants with moderate-to-severe asthma used in the above common
variant analysis, WES data were available for 3418 samples. We compared these to 111,261 control participants
with WES data available and no respiratory phenotypes (see “Methods”) and carried out rare variant burden
tests as described above for the 13 candidate genes with nominal significance for association with asthma in our
study. We used METAL® to carry out a meta-analysis between the UK Biobank data and our study for these
genes. Of the 13 candidate genes, only the loss-of-function association for FLG became more significant in the
meta-analysis (P=0.0013, OR=1.30) (Supplemental Tables S9 and S10).

Discussion

In this study we present a sequencing cohort of patients with moderate to severe asthma. Overall, eight regions
reached genome-wide significance in our study, seven of which overlap previously reported asthma risk variants.
This is consistent with findings from a previous GWAS of moderate-to-severe asthma that reported significant
overlap between variants associated with moderate-to-severe asthma and asthma risk®. One possible explanation
for this is that the genetic contribution to asthma severity is modest, suggesting a larger role for environmental
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factors. The remaining genome-wide significant locus in our study mapped to a region containing THSD4 and
only replicated in a study of moderate-to-severe asthma risk®. Colocalization analysis supports THSD4 as the
candidate gene for this association signal. THSD4, thrombospondin type 1 domain containing 4, is an extracel-
lular matrix protein that is involved in microfibril formation, and may contribute to the structural integrity of the
lungs®’. This locus has previously been associated with lung function and COPD risk?*? and adds to the growing
genetic support for the role of lung function determinants in risk of moderate-to-severe asthma.

Clinically, lung function (as a proxy for structural changes to the airway) and eosinophilic inflammation are
key components of asthma pathology. Asthma risk loci contributing via the eosinophilic axes have been well
appreciated*® and there is growing support for lung function genetics as well*!. In this study, we show that while
both axes (blood eosinophil cell count and lung function traits) are genetically correlated with asthma risk, the
low genetic correlation between eosinophil counts and lung function measures support these as orthogonal axes
that contribute to asthma pathology. In other words, the pathways that underlie the eosinophilic axis of asthma
biology are likely distinct from those underling lung function determinants. Furthermore, our polygenic scoring
analyses highlight a greater contribution of lung function genetics to moderate-to-severe asthma age of onset.
Though these pathways may be distinct, it does not rule out that for any one patient both (or neither) pathways
may be at play and are contributing to disease risk. Indeed, though both traits show genetic correlation with
asthma risk, the correlation is moderate, highlighting the need to uncover additional axes underlying asthma
biology.

From the whole-genome sequencing data we were able to assess the rare variant contribution to moderate-
to-severe asthma risk. We replicated the association of a previously reported rare variant in IL33 with asthma
risk and found significant enrichment of rare variant burden in candidate genes from common variant allergic
disease loci. In a meta-analysis between this study and the partial release of WES data from the UK Biobank
of the candidate genes from common allergic disease risk, moderate-to-severe asthma risk, and lung function
loci that showed nominal evidence of association in a gene burden analysis of rare variants in our study, only
the association with FLG became stronger, though the meta-analysis p-value did not meet multiple testing cor-
rection. In this study we observed a nominal association between burden of rare variants in FLG and increased
risk of asthma. This is consistent with the hypothesis that dysfunction in filaggrin’s ability to form and maintain
a protective skin barrier can predispose individuals to asthma*?. Because larger sample sizes are necessary for
rare variant discovery*’, combining sequencing data across moderately sized cohorts is crucial to uncovering
rare variants in asthma risk.

There are several limitations to our study. First, we utilized non-asthma disease samples as controls (see
“Methods”) and second, our study samples are mostly derived from trial participants which may introduce
biases based on various enrollment criteria (see “Methods”). To address the former, we flagged and removed
any variants or results that failed to pass the differential effects test throughout this study (see “Methods” and
Supplementary Note S1). To address the use of clinical trial samples, we replicated results (when possible) in
external independent cohorts that did not have clinical trial-based enrollment criteria. Despite the use of clini-
cal trial asthma participant cases and non-asthma disease controls, we were able to replicate many previously
reported common variant asthma risk associations with similar directions of effect.

In summary, we carried out a whole-genome sequencing analysis of moderate-to-severe asthma. We discov-
ered and replicated a common variant association that overlaps a COPD risk and lung function locus. We further
provide genetic support for a role of lung function in both moderate to severe asthma risk and age of onset.
Finally, our rare variant analyses replicated a previous association in IL33 and suggest some asthma common
variant loci may contain additional rare variant support.

Methods

Cohort description. DNA was derived from moderate to severe asthma patients participating in the clini-
cal studies of omalizumab (NCT00252135 [EXCELS], NCT00314575 [EXTRA] and NCT00813748 [X-PAND],
lebrikizumab (NCT01545440 [LUTE], NCT01545453 [VERSE], NCT00930163 [MILLY], NCT01867125
[LAVOLTAI], NCT01868061 [LAVOLTA II]), and an additional asthma observational (NCT00091767 [TENOR
I1]) study and a smaller biomarker study (BOBCAT)*. Several of these studies (BOBCAT, EXTRA, LUTE,
VERSE, MILLY, LAVOLTA I and LAVOLTA II) had inclusion criteria requiring pre-bronchodilator FEV % pre-
dicted to be>40% and <80%. Full inclusion and exclusion criteria for all studies (with the exception of BOB-
CAT) can be viewed at www.clinicaltrials.gov.

Batch effects may be introduced if cases and controls are derived from differing sequencing methods and
informatics pipelines. We therefore compared our asthma cases to 1140 and 2450 controls without asthma
derived from clinical trial cohorts of AMD**¢ and RA*-%8, respectively that were generated with largely the
same sequencing platforms (see Supplementary Note S1 and Supplemental Tables S11 and S13), protocols and
also analyzed with the same downstream bioinformatics pipeline.

Data generation and quality control. Samples were sequenced to an average read depth of 30 x using
the Illumina HiSeq platform. Reads were aligned using BWA (version 0.7.9a-r786) to the GRCh38 reference
genome (GCA_000001405.15) including alternate assemblies. In regions with alternate assemblies we followed
the same alignment and variant calling procedures below, but used an alternate-assembly aware version of BWA
(version 0.7.11) to properly handle alignment of reads to reference and alternate-assemblies. After alignment, we
followed the GATK best practices guidelines to jointly call variants from WGS data using the Sentieon Genom-
ics pipeline (version 201611.01). While we were able to jointly genotype all samples for exonic variants for rare
variant analyses, due to memory and computing time requirements we were unable to jointly call whole-genome
data. Therefore, we carried out several batches of joint-genotyping: one batch for asthma cases, and one for each
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control disease (AMD and RA). We used a merged VCF from these three joint-genotyping runs as input for our
whole-genome common variant (MAF = 1%) analyses, without imputing or filling in genotypes missing between
batches. We ran a fourth joint-genotyping run on case and control samples together in the exonic regions as
input for our rare variant genic analyses.

We filtered variants that did not pass GATK variant quality recalibration threshold of 99% sensitivity and set
any genotypes to missing where the genotype quality score was < 20. We further removed SNPs with a missingness
rate >0.05, a Hardy-Weinberg equilibrium p-value <1x 107, and an allelic depth balance test p-value <0.01. The
allelic depth balance test was carried out by testing for equal allele depth at heterozygote carriers via a binomial
test. A total of 7,165,996 common variants and 3,600,569 rare exonic variants passed these variant-level QC
metrics.

We estimated ancestry using predefined allele frequencies from reference populations in the 1000 Genomes.
This approach has been implemented in iAdmix* and the projection function in ADMIXTURE'®. To minimize
confounding due to ancestry, we only retained individuals with fraction of European ancestry > 0.85 for analysis®.
We further excluded samples with high missingness (missingness > 0.1), relatedness (Z0 > 0.4), excess heterozy-
gosity (=3 standard deviations from the mean), and principal component analysis (PCA) outliers. PCA outliers
were defined as at least 6 standard deviations from the mean on any of the top ten principal components, with
the outlier removal process iterated five times. Genetic sex was estimated from X-chromosome heterozygosity
via PLINK®!,

External datasets. Pre-computed summary statistics for lung function measures®’, moderate-to-severe
asthma risk®, asthma risk?, and allergic disease risk?* were downloaded from the GWAS catalog (https://www.
ebi.ac.uk/gwas/downloads/summary-statistics). Data for the blood eosinophil count GWAS were downloaded
from http://www.bloodcellgenetics.org/. We focused on the INTERVAL study subset of Astle et al.** to avoid any
confounding from asthma and COPD patient samples present in the UKBB and BiLEVE cohorts®.

Moderate to severe asthma age of onset analysis in the UK Biobank. This research has been
conducted using the UK Biobank Resource under Application Number 44257. We defined moderate-to-severe
asthma patients and controls in UK Biobank following Shrine et al. (see Supplemental Methods S1%). Briefly,
moderate-to-severe asthma cases were defined as having doctor diagnosed asthma and did not report hav-
ing doctor-diagnosed emphysema or chronic bronchitis (UK Biobank data field 6152). In addition, cases were
defined by prescriptions (UK Biobank data field 20003) satisfying the British Thoracic Society and British
National Formulary guidelines for moderate to severe asthma. For a full list of medications see Supplemental
methods of Shrine et al.®. Controls were defined as individuals with (1) no reported diagnosis of asthma, rhinitis,
eczema, allergy, or chronic bronchitis/emphysema (UK Biobank data field 6152), (2) were not taking any medi-
cation for lung-related conditions, and (3) did not have asthma (J45-J46) nor COPD/bronchiectasis (J40-J44,
J47) ICD10 codes.

Samples were removed if they were related or were not of majority European ancestry (fraction European
ancestry > 0.70). In the age of onset analysis, 6312 cases were retained after sample quality control and includ-
ing only those with age of onset data. We had 9,685,491 common variants (MAF > 1%) from which to con-
struct polygenic scores after filtering on Hardy—Weinberg equilibrium (HWE) (P <1x 107%), and missingness
(missingness >5%). For the rare variant meta-analysis at candidate genes of common variant loci, we subset to
individuals with WES data based upon the October 2020 release of UK Biobank WES data. After sample level
QC as described above, we retained 3418 moderate-to-severe asthma cases and 111,261 controls for analysis.
We retained 1,759,922 exonic variants with MAF <0.01, Py > 1 x 10°° and missingness > 0.2 as input to our
gene-level burden tests.

Statistical analysis. For single variant association analysis, asthma risk was regressed on genotype assum-
ing an additive genetic effects model. Single variant analyses were carried out in PLINK (version 1.9). For rare
variant (MAF < 1%) burden tests, rare variants were aggregated into genic units. Specifically, individuals were
scored for their rare allele carrier status and risk status was regressed on this binary rare allele carrier status. The
rare variant burden test was carried out in R using the seqArray (version 1.18.2) framework to store and access
individual genotypes®. To enrich for rare variants with impact on protein function, we only considered variants
with a “HIGH” (e.g. frameshift, splice acceptor, stop gained, etc., ...) and “MODERATE” (e.g. missense variant,
inframe deletion or insertion, splice region variant, etc..) predicted impact as annotated with SNPEff (version
4.3q)%. We carried out two different sets of burden tests: (1) a stricter set consisting of high confidence variants
predicted to have a high impact (as predicted by Loss-of-function transcript effect estimator, LOFTEE version
0.3) (https://github.com/konradjk/loftee) and (2) all SNPEft predicted high impact variants as well as moderate
impact variants with a PolyPhen?®® score >0.5.

All association analyses were corrected for genetic sex, and the top five PCs. We used FINEMAP (version
1.3.1)* with default settings to estimate 95% credible sets for genome-wide significant associations in our study.
Chromatin annotation of variants in the 95% credible set was carried out via haploR (version 3.0.1)* to query
HaploReg v4.1%.

In this WGS-based study, as non-asthma controls samples consisted of AMD and RA patients, we imple-
mented a differential effects test to help filter or flag associations that likely originated from the AMD or RA
samples. The intuition motivating the test is that an asthma association will have a similar effect size regardless of
the control cohort used in the GWAS (see caveats below). For each variant and association test, we therefore tested
whether the effect size comparing asthma-cases to AMD-controls (ORnma_amp) Was significantly different than
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the effect size when comparing the same asthma-cases to RA-controls (OR pma ra)- Formally, assuming the effect
sizes B=log(OR) are normally distributed, the difference between the effects sizes are also normally distributed:

2 2
N(/gasthma,AMD - ,Busthma,R[‘p Gusthma,AMD + Jasthma,RA —2x% Corr(ﬂasthmu,AMDa ﬂas[hma)RA) * Ogsthma,AMD * Gasthmu,RA)

zsth ma.RA ATE the variances for the respective effect sizes and corr (Basthma,AMD> Basthma,RA)

and is approximated as:
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where n,, ny,, and n; are the number of controls, the number of cases and the total number of samples in the
asthma versus AMD association and ny, nj; and n; correspond to similar numbers for the asthma versus RA
association. We observed that a conservative threshold of P <0.01 filtered association signals known to be origi-
nating from our non-asthma controls, we therefore set this as our threshold for filtering suggestive association
signals originating from one of the controls (and not our asthma cases). We note that this test cannot distinguish
between variants associated with increased asthma risk from variants associated with both AMD and RA. In
addition, pleiotropic variants between asthma and either control will have reduced significance in the case of
similar effect and increased significance in the case of opposite effects.

We employed co-localization analysis to provide further support of a shared causal variant between two asso-
ciation signals. Co-localization analysis was carried out in R with the coloc software®. Input statistics included
p-values generated in this study (after removing variants with a significant differential effects p-value, see above)
and eQTL p-values generated by GTEx® (v8). We used MAFs from our asthma GWAS study as additional input
into the coloc (version 3.1) software. We used a 1 megabase window around the index variant in the colocaliza-
tion analysis.

SNP-based heritability of common variants and genetic correlation between traits was estimated using LD-
score regression (version 1.0.1)*!. Asthma risk statistics from this study were used as input after filtering variants
failing the differential effects test (see above). We additionally used publicly available summary statistics for lung
function?, blood eosinophil count®, and a recently reported moderate-to-severe asthma risk GWAS®. We used
pre-computed LD-scores from the European subset of 1000 Genomes®. We further filtered our input variants
to those available in HapMap3 as recommended. We assumed a prevalence of 0.084 for asthma (https://www.
cde.gov/nchs/products/databriefs/db94.htm). We further provide h? estimates for a range of prevalences in the
Supplementary Note S1.

Age of onset data were available for the EXCELS, TENOR II, EXTRA and Q4458G cohorts, for a total of 1456
subjects. In the UK Biobank cohort, age of onset data were available for 5362 subjects (see above). We dichoto-
mized age of onset into childhood onset asthma (< 12 years of age) and adult onset asthma (=25 years of age)®.
This resulted in 665 childhood onset and 791 adult onset asthma subjects in our study, and 1261 childhood onset
and 4101 adult onset asthma in the UK Biobank study.

We used four publicly available summary statistics to create polygenic scores (PS) for asthma?, allergic
disease??, lung function® and blood eosinophil count™. For each PS, we first subset out variants that were present
in both our study and the public dataset. We restricted our analyses to variants with MAF > 1% as measured in
the European ancestry subset of the 1000 Genomes cohort. We additionally filtered out any variants which could
have strand ambiguity (A/T, C/G), and any variants in the HLA region. We next clumped common variants using
PLINKI1.9 to find independently associated variants that were associated with the scoring trait at P<5x 1075,
Independent variants were defined as having pairwise low LD (r?<0.05) and were at least 1 Mb apart. Finally,
individuals were scored in PLINK based on their genetic risk for each trait using the log(odds-ratio) of each SNP.
See Supplementary Note S1 for an evaluation of how these PS performed.

Association analyses between risk scores and phenotypes were carried out via logistic regression in R (version
3.4.3). We corrected for genetic sex and the first five principal components.

Candidate genes for the candidate gene rare variant analysis were identified from previous studies. Specifically,
we obtained 139 genes from Ferreira et al. study with either eQTL or coding level evidence linking a gene to the
sentinel variant (see Supplementary Tables S12 and S14 in the original publication)??. We obtained 17 candidate
genes from the moderate-to-severe asthma GWAS study that had eQTL support linking the gene to the sentinel
variant (see supplementary Table S8 in the original publication)®. Finally, we obtained 73 lung function related
candidate genes implicated by coding, eQTL or pQTL data from a recent lung function GWAS (see Table 1 in
the original publication)®.

Permutation gene-set enrichment analysis was used to test for significant enrichment of rare variant bur-
den in the three candidate gene gene-sets from common variant allergic disease, moderate-to-severe asthma,
and lung function loci. Input genes with a p-value<0.01 in the differential effects test were excluded from this
analysis. We compared the observed sum of the -log,,(p-values) for all genes in the gene-set to the observed
sum of 5000 random samples from all genes tested. To ensure no biases were introduced by the number of rare
variants tested in each gene, random genes were sampled to match the distribution of rare variants in the genes
from each gene-set. A permutation-based p-value was calculated as the fraction of sums derived from random
samples that were as or more significant than the observed sum.

Corr(lgusthma,AMD) ,Basthma,RA) ~

Ethics approval. All research in this study was conducted in accordance with the Declaration of Helsinki.
The data used in this study were generated from clinical trial participants who signed informed consent forms
approved by the ethics committee or IRB responsible for the country or site where the trial’s participants donated
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samples for research. Informed consent included use of these data for genetics research. Before execution of the
study, an internal Genentech team of informed consent form experts reviewed the forms from all the studies
to ensure appropriate use of the samples. The list of these ethics committee and/or IRBs is available in the Sup-
plementary Note SI.

Data availability
The moderate-to-severe asthma risk summary statistics generated during this study are available from the cor-
responding author on reasonable request.
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Supplementary Note

Disease control design

To minimize batch effects we utilized age-related macular degeneration (AMD) and
rheumatoid arthritis (RA) cases as controls in our study. Though this study design can be
problematic if there is extensive genetic pleiotropy between these three traits. To
investigate how genetically correlated these traits are, we utilized independent data
derived from external RA, asthma and AMD GWAS?-3. We estimated pairwise shared
heritability between all three traits via LD-score regression. We found no significant
genetic correlation between the traits (see table below).

Trait pair Genetic correlation (p-value)
AMD-RA 0.0345 (0.3223)
RA-asthma 0.1173 (0.0596)
AMD-asthma 0.0833 (0.0739)

In our study, we employed a differential effects test to flag whether the effect size of
associated loci differed when comparing our asthma cases to RA controls alone or AMD
controls alone. This method fails when loci are associated with both RA and AMD. We
therefore used GPA* method to investigate whether specific loci were associated with both
AMD and RA. We found two independent loci passing an FDR 0.05 (see below for a list of all
variants in these loci), one of which was also significantly associated with asthma in our
study. This locus has also been associated with asthma in previous studies>®.

CHR BP SNP P avip Pgra FDR

12 111538972 | rs648997 | 2.83x10° | 4.50x10° | 0.02417721
12 111585263 | rs11065961 | 3.24x10° | 4.30x10° | 0.02592704
12 111556082 | rs593226 | 3.92x10° | 3.60x10° | 0.02792692
12 111511590 | rs678436 | 3.67x10° | 4.30x10° | 0.02812676
14 68293424 | rs1950897 | 4.33x107*° | 2.50x10” | 0.00012059
14 68283210 | rs3784099 | 3.28x° 2.70x10” | 0.00012818
14 68287978 | rs1885013 | 7.18x* 2.70x107 | 0.00012857
14 68287700 | rs2104047 | 7.41x%° 2.70x10”7 | 0.00012859
14 68286876 | rs911263 7.55x 710 2.80x10”7 | 0.00013241
14 68285926 | rs8008961 2.11x° 4.30x107 | 0.0001881

14 68286570 | rs2208397 2.19x° 4.40x107 | 0.00019166
14 68281151 | rs7148416 | 5.10x° 5.30x10”7 | 0.00022077




14 68276590 | rs10131490 | 9.04x° | 9.00x10” | 0.0003385
14 68272584 | rs8015139 | 5.54x° | 2.60x10° | 0.00079472
14 68274207 | rs7148882 | 5.47x*° | 2.70x10° | 0.00081924
14 68291042 | rs7155473 | 2.88x™° 1.10x10” | 0.00253861
14 68261708 | rs28498223 | 1.35x” 3.10x10° | 0.00583801
14 68262507 | rs1957570 | 1.40x” 3.10x10° | 0.00583806
14 68261762 | rs17105278 | 2.28x° 3.10x10” | 0.00583898
14 68294269 | rs2877455 | 2.91x™° | 2.20x10" | 0.02774241
14 68295488 | rs11158728 | 1.77x-° | 2.40x10™* | 0.02969986
14 68302799 | rs12890167 | 2.61x™° | 3.00x10™* | 0.03535161
14 68303314 | rs12885750 | 2.73x° | 3.00x10™* | 0.03535163
14 68297537 | rs12880842 | 3.35x° | 3.60x10™ | 0.04072584

For loci significantly associated with asthma risk in this study (see Table 1), we found that
the risk allele frequency (RAF) in non-Finnish Europeans in gnomAD (v.2.1.1) is more
aligned with the RAF in controls than in cases. The only exception was for the association
on chromosome 14, which we show above is a pleiotropic locus associated with asthma, RA,
and AMD.

SNP CHR BP Nearest Risk/non- | RAF RAF control RAFgnhomap
(GRCh38) gene risk allele
rs139210940 | 2 | 102265885 ILIRL2 AT/A 0.879 | 0.847,0.843 0.855
rs10455025 5 | 111069301 TSLP C/A 0.387 | 0.34,0.326 0.319
rs17205170 6 32634706 | HLA-DQA1 G/T 0.84 |0.797,0.779 | 0.798*
rs2875584 6 90240909 BACH?2 C/T 0.706 | 0.666, 0.653 0.682
rs7130588 11 | 76559639 | Cllorf30 G/A 0.386 | 0.358, 0.332 0.343
rs2104047 14 | 68287700 RAD51B T/C 0.312 | 0.262,0.274 0.279
rs11631778 | 15 | 71314041 THSD4 G/A 0.354 | 0.305,0.311 0.320
rs7216558 17 | 39913818 GSDMB T/C 0.545 | 0.479, 0.494 0.496

*RAF listed for rs17205170 was obtained from 1000 Genomes individuals of European ancestry as the RAF was
unavailable in gnomAD (v2.1.1).

Given the low genetic correlation between these traits, similar allele frequencies between
controls and an external reference population, and the small number of shared loci
between RA and AMD, we believe the use of RA and AMD as controls in our study has a
minimal impact on the results of this study.

Sample batch effects
Though all samples in this study were all processed with a uniform bioinformatics pipeline,
there were two main differences with regards to sequencing platform used to generate
data for this study. First, while the majority of samples used in this study were sequenced




through Human Longevity, a small subset of the asthma cases (individuals in the TENORII
cohort) were sequenced at The Broad Institute. Second, two different chemistries were
used to sequence the cohorts at Human Longevity (see Supplementary Table 12).

To assess whether this impacted the associations in the HLA region, we investigated
whether the two variants in the HLA region associated with asthma remained (including 1
HLA signal that was filtered due to the differentials effect test) after removing the samples
sequenced at the Broad and correcting for the chemistry batch for the remaining samples.
Both variants remained genome-wide significant, including the variant (rs34434863) that
was filtered due to the differentials effects test (see below).

CHR SNP BP P
6 rs34434863 | 32591896 | 8.34x107%°
6 rs17205170 | 32634706 | 1.36x10"°

We performed a similar analysis for all variants outside the HLA region that were significantly
associated with asthma in our study (Table 1). The majority of variants remained significantly
associated with asthma (see Supplementary Table $12) with the largest p-value after batch
correction equal to 2.25x10°.

Polygenic score (PS) evaluation

We evaluated the performance of each disease PS by applying them to an allergic disease’
GWAS and an asthma GWAS? distinct from the GWAS we used to generate each PS. Using the
summaryAUC® method, we estimated the AUC for the allergic disease and asthma PS to be
0.582 (variance=3.44x10"®) and 0.595 (variance=1.86x10"), respectively. We next estimated the
spearman’s correlation between each quantitative PS (eosinophils, FEVy, FEV:/FVC, FVC, and
PEF) and their measured value in the UK Biobank. All PS were significantly correlated with their
measured values (P<1x10°) with varying correlations (see table below). Together these results
suggest the PS employed in this study are able to capture a phenotypic variability in these traits.

Trait Spearman’s correlation
Blood eosinophil cell count 0.16
FEV, 0.12
FVC 0.11
PEF 0.08
FEV./FVC 0.23
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Supplemental Figure 1. QQ-plot of common variant associations (MAF>0.01) with variants failing the differential effects
test removed.
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Supplemental Figure 3. QQ-plot of all common variants passing QC analyzed in this study.



|

B <02 ]
.
[ ]

0.2-0.4
B 04-06
s ™ 0.6-08
B >o08 '.'
missing & "
B s11631778 .
® >
$ 71
41 =)
lm
a.
x
2 -
O -
o
O -
-2 4
(0]
—|
m
|><
i
=
=3
e
44 o
—|
—
_6 - L
[ ]
70500000 71000000 71500000 72000000

Chromosome 15

Supplemental Figure 4. Chicago plot for the associated region on chromosome 15 containing rs11631778. Top panel
display the associations statistics for this study. The bottom panel displays association statistics for lung eQTL in GTEx v8.



U D RES Ry v 3]
o L X 5 KT R W T R )
S S
. o .m...x. 4 m
.r. gy
1.;......3« P
L3g ¢ R ATANL R
L]
.
PN b B T P
* eng ° ..umf... s,
. Y g S :hw.nv
e v ...wf...m.._n‘m ::..:.Ww
S -
. [ ‘o ? JJ..”\A-"U....”
. -
. = .
. DT P
"3 Bl igne
° ol bty SE AT VRS
L[ ] . 3
L]
. Jor e pheipiy
i B ...:”?Hm."
. vt e
. ...... .u.... .wuf.. .m:."
. LI -.-.s.
L
] L]
& g
® ° K
. L]
. [
T T T T - .
s 0z g1 oL <0 i

(snren—d)°*Bo| -

19

18

17

16

15

14

13

12

11

10

Chromosome

Supplemental Figure 5. Manhattan plot for gene burden test for rare predicted loss of function variants.



T e ot T L AL SHERETRREE

. L o % 0Nl A VA AR Sa

PR ks R

. , &gt

SRR
LR AR

5..

.

LY o v-m..u

(snren—d)°*Bo| -

21

19

18

17

13 14 15 16

12

Chromosome

Supplemental Figure 6. Manhattan plot for gene burden test for rare predicted loss of function and moderate impact

variants.



List of IRBs and Ethics Committees

3RD Affiliated Hospital of Sys.Med.Sci.Uni | A Pesci Orvostudomanyi es Egeszsegtudomanyi
Kozpont Regionalis Kutatas - Etikai Bizottsaga | Academic Medical Center Ethical Commission
Academic Medical Center | Adelaide Health Services Ethics - (TQEH/LMH/MH | Administracion
Nacional de Medicamentos Alimentos y Tecnologia Medica (ANMAT) | Administrative Panel on
Human Subjects in Medical Research Stanford University Institutional Review Board | Agencia
de EECC (CEIC) | Albert Einstein Healthcare Network Institutional Review Board | Asociacion
Benefica Prisma | Assaf Harofe Medical Center | Auckland Ethics Committees Auckland Ethics
Committees | Austrials Pty Ltd | Azienda Ospedaliera Universitaria | Barwon Health Research
Ethics Committee | Base for drug clinical trail, Ethics committee of Anhui Medical University |
Basic and Clinic Center in Studies Research Ethics | | Baylor College of Medicine and Affiliated
Hospitals | Baylor College of Medicine IRB | Bellberry HREC | Bellberry Human Research Ethics
Committee | Biomedical Institutional Review Board Chapel Hill | Biomedical Research Alliance
of New York, L.L.C. Institutional Review Board | Biomedical Research Alliance of NY |
Biomedical Research Ethics Board, University of Manitoba | Biomedical Research Ethics
Committee University of KwaZulu-Natal | Brokenshire Ethics Committee / Institional Review
Board | C. Ensefianza Invest Y Etica Hosp Privado San Jose | Cabrini human research Ethics
Committee | Cabrini Human Research Ethics Committee, Cabrini Institute | CAEC-CEIC
Autonomico de Ensayos Clinicos Andalucia Autondmico de ensayos clinicos de Andalucia |
Cairns & Hinterland Health Service District Ethics Committee | Cambridge University Hospitals
NHS Trust | Canterbury Respiratory Research Group | Cappesq | CCPPRB De Montpellier Saint
Eloi | CCPPRB de Paris Saint Louis | CCPPRB Nimes UFR de Medecine | Ce ao oirm/s. Anna di
torino | CE AO Universitaria S. Martino Di Genova | CE Aziendale dell'A.O. S. | CE CHU Sart
Tilman | CE Dell'Azienda Oseda li Ruiniti Bergamo | Ce Locale Per La Sperim. Clin. Dei Medicinali
Dell'azienda Osped.A Univer.A Senese Di Siena | CE ULB Erasme Bruxelles | Cebu Doctors'
University - Cebu Doctors' University Hospital Institutional Ethics Review Committee | CEl
FACOLTA MEDICINA E CHIRURGIA UNIV.STUDI UD | CEIC - Comissdo de Etica para Investigacdo
Clinica | CEIC de Andalucia (CCEIBA) | CEIC de Galicia (CAEI) | CEIC Hospital Clinic de Barcelona
| CEIC Hospital La Paz | CEIC Hospital Puerta de Hierro Majadahonda | CEIC Hospital
Unversitario Virgen Macarena | CEIC Intituto de Ciencias Medicas | Center Hospital of the
National Center for Global Healthy and Medicine IRB | Central Health and Disability Ethics
Committee | Centro De Estudios De Inv. Basica Y Clinica | CEQ of MI Dnipropetrovsk Clinical
Association of Emergency Care of Dnipropetrovsk Regional Council | CEQ of Municipal
Institution of Zaporizhzhia City of Multifield Clinical Hospital | CEQ of Si "National Institute of
Phthisiology and Pulmonology" | CEQ of Si National Institute of Therapy | Chaim Sheba Medical
Center | Charité - Universitaetsmedizin Berlin Ethikkommission | Chesapeake Research Review,
Inc. | Chonnam National University Hospital IRB | CIADS Research Co Ltd | CIEC Fundacio Unio
Catalana D'Hospitals | Cleveland Clinic Foundation IRB | Clinical Center of Serbia | Clinical
Hospital Centre Zemun | Clinical Research Ethics Committee of Cork Teaching Hospitals | CMO
St. Radboud Huispost | College of Physcians and Sugeons of Alberta Research Ethics Review
Committee | Colorado Multiple Institutional Review Board | Comision Conjunta de
Investigacion en Salud (CCIS) | Comision de Etica del Hospital General de Mexico | Comision de



Investigacion y Etica Centro Medico Nova | Comissdo de Etica para a Saude | Comiss3o de Etica
para anadlisa de projeto de pesquisa do Hospital das Clinicas da Faculdade de Medicina da USP -
(CAPPESQ) | Comissao Nacional de Etica em Pesquisa - CONEP | Comission on Ethics Questions
of Ml of Health Care City Clinical Hospital | Comitato di Bioetica - Policlinico San Matteo |
Comitato Di Bioetica Azienda Ospedaliera Papa Giovanni XXIl | Comitato Di Bioetica Azienda
Policlinico Universitario di Messina Via Consolare Valeria | Comitato di Bioetica Fondazione
IRCCS Policlinico S. Matteo di Pavia | Comitato di Bioetica Policlinico S. Matteo | Comitato etico
Az. Policlinico Umberto | Roma | Comitato Etico A.O. Istituto Ortopedico Gaetano Pini |
Comitato Etico A.O. Luigi Sacco | Comitato Etico A.O. Ospedale Civile di Legnano | Comitato
Etico A.U.O Policlinico P. Giacconec/o Direzione generale | Comitato Etico ASL 4 di L’Aquila |
Comitato Etico Ausl3 Genovese | Comitato Etico Azienda Ospedaliera " Luigi Sacco" | Comitato
Etico Azienda Ospedaliera "Spedali Civili di Brescia" | Comitato Etico Azienda Ospedaliera
Arcispedale S. Anna | Comitato Etico Azienda Ospedaliera Il Universita di Napoli | Comitato
Etico Azienda Ospedaliera Luigi Sacco | Comitato Etico Azienda Ospedaliera Ospedale S.
Martino di Genova e Cliniche Universitarie Convenzionate | Comitato Etico Azienda Ospedaliera
Ospedale San Carlo Di Potenza | Comitato Etico Azienda Ospedaliera Pisana-Toscana |
Comitato Etico Azienda Ospedaliera Spedali Civili | Comitato Etico Azienda Ospedaliera Spedali
Civili di Brescia | Comitato Etico Azienda Ospedaliero di Rilievo Nazional dei Colli di Napoli |
Comitato Etico Azienda Policlinico Umberto I, | Comitato Etico Catania 1 presso A.O.
Universitaria Policlinico Vittorio Emanuele | Comitato Etico Del Dimi (Dipartimento Di Medicina
Interna E Specialita' Mediche) Dell'universita' Di Genova - Ospedale S.Martino Cambridge Local
Research Ethics Committee | Comitato Etico dell' Azienda Ospedaliera Carreggi | Comitato Etico
Dell'az. Osped.A Univ.A Policlinico P. Giaccone Dell'univ. Di Palermo | Comitato Etico Dell'az.
Osped.A-Univ.A Della li Universita' Degli Studi Di Napoli | Comitato Etico dell'Azienda
Ospedaliera "Arcispedale Sant'Anna" di Ferrara Comitato Etico Locale per la Sperimentazione
Clinica dell'Ospedale L. Sacco di Milano | Comitato Etico Dell'azienda Ospedaliera Universitaria
San Martino Di Genova | Comitato Etico dell'Azienda Ospedaliero Universita | Comitato Etico
Dell'irccs Istituti Ortopedici Rizzoli | Comitato Etico dell’Azienda | Comitato Etico dell’azienda
Ospedaliera Senese Centro Didattico Le Scotte | Comitato Etico Della Asl To/2 Di Torino |
Comitato Etico Della Ausl 4 Di L'aquila | Comitato Etico Della Provincia di Ferrara | Comitato
Etico Dipartimento Di Medicina Interna Universita' Degli Studi Di Genova | Comitato Etico
Indipendente del Policlinico di Udine | Comitato Etico Indipendente Del Policlinico Universitario
Di Udine | Comitato Etico Indipendente Di Etica Dell'azienda Ospedaliera "Carlo Poma" Di
Mantova | Comitato Etico Interaziendale Delle Aso Oirm/S. Anna E Ordine Mauriziano Di Torino
| Comitato Etico Istituto Di Farmacologia Policlinico Universitario Di Udine | Comitato Etico
Locale per la sperimentazione clinica dell'Azienda Ospedaliera Luigi Sacco di Milano | Comitato
Etico Milano Area C presso Azienda Ospedaliera Niguarda | Comitato Etico Ospedale di Circolo
e Fondazione Macchi | Comitato Etico per la Sperimentazione | Comitato Etico per la
sperimentazione Azienda Ospedaliera di Padova | Comitato Etico Per La Sperimentazione
Dell'azienda Ospedaliera "Istituti Ospedalieri Di Verona" | Comitato Etico Per La Valutazione E
Controllo Delle Sper.Clin. Dei Medicinali Dell'ausl 4 Di Prato | Comitato Etico Per Lo Studio Del
Farmaco Sull'uomo | Comitato Etico per lo Studio del Farmaco sullUomo Azienda Ospedaliero-
Univesitaria Pisana | Comitato Etico Policlinico IRCCS San Matteo | Comitato Etico Policlinico
Universitario | Comitato Etico Provinciale di Modena Presso Azienda Pspedaliero Universitaria



Policlinico di Modena | Comitato Etico Provinciale Di Reggio Emilia | Comitato Etico Universita'
Cattolica S. Cuore Policlinico Gemelli | Comitato EticoUniversita degli Studi Federico Il |
Comitato Per La Sperim. Clin. Dei Medicinali Dell'azienda Ospedaliero- Universitaria Pisana Di
Pisa | Comitato Per La Sperimentazione Clinica Dei Medicinali | Comité Autonomico de Ensayos
Clinicos de Anadalucia(CAEC) | Comité Autondmico de Ensayos Clinicos de Andalucia(CAEC) |
Comite Bioético de la Unidad de Investigacion en Enfermedades Cronico Degenerativas S.C |
Comité Bioético Para La Investigacion Clinica | Comite Bioético para la Investigacion Clinica
(CBIC) | Comité Bioético para la Investigacidn Clinica S.C. | Comite Consultatif de Protection des
Personnas | Comite Consultatif de Protection des Personnas dans la Recherche Biomedicale |
Comite Coordinador de Etica de la Investigacion Biomedica de Andalucia | Comité d'Ethique de
la Faculté de Médecine | Comite d'Ethique de la recherche de I'Hopital de Maisonneuve
Rosemont | Comité d'Ethique ULB Erasme | Comite de Bioetica de la Unidad de Investigacion
en Enfermedades Cronico Degenerativas S. C | Comite de Bioetica del Instituto de
Rehabilitacion Psicofisica | Comité de Bioética del Instituto Nacional de Cardiologia | Comite de
Bioetica Institucional Communitario Municipalidad de Vicente | Comite De Bioetica IREP |
Comite de Bioetica Unidad de Investigacion en Enfermedades Cronico Degenerativas | Comité
de Bioetica- Hospital General de Agudos "Carlos G Durand" | Comité de Bioética. Unidad de
Investigacion en Enfermedades Crénico Degenerativas SC | Comite de Bioteca de la Unidad de
Investigacion en Enfermedades cronico | Comité de Docencia e Investigacion - Centro Médico
Privado de Reumatologia | Comite de Docencia e Investigacion Centro Privado | Comité de
Docencia e Investigacion d | Comite de Docencia e Investigacion del Instituto de Rehabilitacion
Psicofisica | Comite de Docencia e Investigacion Organizacion Medica de Investigacion | Comité
de Docencia e Investigacion- Orga nizacion Médica de Investigacion | Comité de Ensefianza,
Investigacion y Etica | Comite de Etic CimByTA (Centro de Investigacion Medico Biologica y
Terapia) | Comite de Etic en Investigacion de la Facultad de Medicina de la Uanl Y Hospital
Universitario | Comité de Etica CAICI CIAE | Comite de Etica CAICI- CIAP | Comité de Etica
CAYRE | Comite de Etica de CER Investigaciones Clinicas | Comite de Etica de la Investigacion |
Comité de Etica de la Investigacion Riesgo de Fractura S.A | Comite de Etica de PRISMA |
Comité de Etica del Hospital CEM | Comité de Etica del Hospital Edgardo Rebagliati Martins-
Essalud | Comité de Etica del Hospital Regional 1° de Octubre ISSSTE | Comité de Etica del
Instituto Jalisciense de Investigacion Clinica S.A. de C.V. | Comite de Etica E Investigacion
Christus Muguerza del Parque S.A. de C.V. | Comité de Etica e Investigacién Comité Bioético
para la Investigacion Clinica | Comite de Etica e Investigacion del Hospital Universitario de
Saltillo | Comite de Etica e Investigacion Hospital Aranda de la Parra | Comite de Etica e
Investigacion Hospital Juarez de Mexico | Comité de Etica e Investigaciéon Médica | Comite de
Etica e Investigacion Unidad de Investigacion Clinica en Medicina | Comite de Etica em Pesquisa
- HU CAS/UFJF | Comite de Etica em Pesquisa com Seres Humanos da Pontificia Universidade
Catolica de Campinas | Comité de Etica em Pesquisa da Faculdade de Ciéncias Médicas da
UNICAMP | Comité de Etica em Pesquisa da PUCRS | Comite de Etica em Pesquisa da PURCS |
Comité de Etica em Pesquisa da Universidade Federal de S3o Paulo / Hospital S3o Paulo |
Comite de Etica em Pesquisa de UNIFESP | Comité de Etica em Pesquisa do Complexo
Hospitalar Helidpolis | Comite de Etica em pesquisa do Grupo Hospitalar Concei¢cdo CEP/GCP-
GHC Ger6encia de Ensino e Pesquisa - Comité de Etica em Pesquisa | Comité de Etica em
pesquisa do Grupo Hospitalar Concei¢do CEP/GCP/GHC | Comité de Etica em Pesquisa do



Hospital das Clinicas da Universidade Federal do Parand - HCUFPR | Comite de Etica em
Pesquisa do Hospital Geral de Goiania | Comité de Etica em Pesquisa do Hospital Geral de
Goiania - CEPHGG | Comité de Etica em Pesquisa do Hospital Israelita Albert Einstein | Comité
de Etica em Pesquisa do Hospital S3o Paulo/UNIFESP | Comite de Etica em Pesquisa do Hospital
Universitario Pedro Ernesto | Comité de Etica em Pesquisa em Seres Humanos da Irmandade da
Santa Casa de Misericordia da Sdo Paulo. | Comite de Etica em Pesquisa em Seres Humanos do
Hospital de Clinicas- HC/UFPR | Comité de Etica em Pesquisa em Seres Humanos do Hospital
Helidpolis | Comité de Etica em Pesquisa em Seres Humanos do Hospital Universitario da
Universidade Federal de Juiz de Fora | Comite de Etica em Pesquisa em Seres Humanos do
Instituto de Assistencia Medica ao Servidor Publico Estadual / IAMSPE / SES | Comité de Etica
em Pesquisa em Seres Humanos do Instituto de Saude e Bem Estar da Mulher - ISBEM/SP |
Comité de Etica em Pesquisa em Seres Humanos Hospital Universitario Pedro Ernesto- UERJ/RJ
| Comité de Etica em Pesquisa Hospital Helidpolis | Comité de Etica em Pesquisa Hospital S3o
Paulo | Comité de Etica em Pesquisa Humana e Animal do Hospital Geral de Goiania - CEPHA |
Comite de Etica em Pesquisa Medica e Animal do Hospital das Clinicas da Universidade |
Comité de Etica em Pesquisa Prof. Celso Figueirda | Comité de Etica em Seres Humanos do
Hospital das Clinicas/Universidade do Parana | Comite de Etica en Farmacologia Clinica
Fundacion CIDEA | Comité de Etica en Investigacion (nuevo comité IREP) | Comite de Etica en
Investigacion de Cemsi | Comité de Etica en investigacién de CEMSI (Centro de Especialidades
Médicas de Sinaloa) | Comité de Etica en Investigacion del Hospital Guillermo Almenara
Irigoyen Essalud | Comite de Etica en Investigacion Instituto de Investigaciones Clinicas |
Comité de Ftica Independiente Zugueme | Comite de Etica Pesquisa do Hospital Geral de
Goiania | Comite de Etica y Investigacion del Hospital Angeles Lindavista | Comité de Etica-
Comité de Docencia e Investigacion, Instituto de Rehabilitacion Psicofisica | Comité de
Investigacion Clinica Hospital Univeristaro La Paz | Comité de Investigacion del Hospital Juarez
de México | Comite de Investigacion para Estudios en Humanos | Comite de Investigacion y
Etica del Hospital Christus Muguerza del Parque | Comite de Investigacion y Etica del Hospital
Juarez de Mexico | Comité de Investigacion y Etica Hospital Universitario Comisién de Etica |
Comité de Investigaciones y Etica en Investigaciones Hopital Pablo Tobdn Uribe | Comité de
Protection des Personnes Nord Ouest | | Comité Etico Autonédmico de Ensayos Clinicos de
Andalucia | Comite Etico Cientifico, Hospital CIMA San Jose Laboratory | Comite Etico de
Investigacion Clinica | Comité Etico de Investigacion Clinica - Cantabria | Comite Etico de
Investigacion Clinica Ceic Galicia Edificio Administracion San Lazaro, s/n Spain | Comite Etico de
Investigacion Clinica de Andalucia | Comite Etico de Investigacion Clinica de Galicia | Comité
Etico de Investigacion Clinica de Galicia | Comité Etico de Investigacion Clinica del Hospital
Regional Universitario Infanta Cristina | Comité Etico de Investigacién Clinica del Hospital
Universitario de Canarias | Comité Etico de Investigacion Clinica del Hospital Universitario de La
Princesa | Comité Etico de Investigacién Clinica del Hospital Universitario de Valme | Comité
Etico de Investigacion Clinica del Hospital Universitario La Paz | Comite Etico de Investigacion
Clinica Euskadi | Comité Etico de Investigacidn Clinica Hospital General Univeritario Gregorio
Marafion | Comité Etico de Investigacion Clinica Hospital General Universitario de Guadalajara
| Comite Etico de Investigacion Clinica Hospital General Universitario Gregorio Maranon |
Comite Etico de Investigacion Clinica Hospital Regional Universitario "Infanta Cristina" | Comite
Etico de Investigacion Clinica Hospital Universitario de Canarias | Comite Etico de Investigacion



Clinica Hospital Universitario La Fe | Comite Etico dell'Aziend | Comite Indep. De Etica Para
Ensayos En Farmacolog. | Comite Independiente de Etica e investigacion del Cnetro de Estudios
de Investigacion Basica y Clinica S.C. | Comite Independiente de Etica para 202059 Ensayos en
Farmacologia Clinica "Dr. Luis Maria Zieher" | Comite independiente de Etica para Ensayo en
Farmacologia Clinica | Comite Independiente de Etica Para Ensayos en Farmacologia Clinica |
Comite Institucional de Etica en Investigacion de la Asociacion Benefica Prisma | Comité
Institucional de Etica en Investigacion de la Asociacidon Benéfica Prisma | Comite Institucional
de Etica en Investigacion de la Universidad San Martin | Comité Local de Investigacion Hospital
de Especialidades centro Médico Nacional Comité de Investigacion y Etica | Comite Nacional de
Bioetica en Investigacion Instituto Conmemorativo Gorgas de Esudios de la Salud | Comitéde
Etica - Instituto Reumatoldgico Strusberg | Commision on Ethics Qeustions of Ml Cherkasy
Regional Hospital of Cherkasy | Commission cantonale d'ethique de la recherche sur I'étre
humain | Commission centrale d'éthique, Hopital Universitaire Genéve | Commission d'Ethique
de la Recherche clinique | Commission on Ethics Questions of 1-st City Clinical Hospital |
Commission on Ethics Questions of Donetsk Municipal Treatment and Prophylactic Institution
Central C | Commission on Ethics Questions of Municipal Institution Odesa Regional |
Commission on Ethics Questions of Ukrainian Scientific and Research Institute of Invalid
Rehabilita | Committee for Pharmaceutical Trials Faculty of Health Sciences Stellenbosch
University | Committee for the Protection of Human Subjects Dartmouth College | Committee
on Clinical Investigations Beth Israel Deaconess Medical Center | Committee on Clinical
Investigations, Beth Israel Deaconess Medical Center | Committee on Human Rights Related to
Research Involving Human Subjects | Committee on Human Rights Related to Researches
Involving Subjects Faculty of Medicine, Ramathibodi Hospital, Mahidol University | Concord
Repatriation General Hospital | CONEP - Comissdo Nacional de Etica em Pesquisa, Esplanada
dos Ministérios | CONEP - Comissao Nacional de Etica Pesquisa | Conjoint Health Research
Board Faculty of Medicine University of Calgary | Conjoint Health Research Ethics Board |
Conjoint Health Research Ethics Board Office of Medical Bioethics Heritage | Coordinador de
Etica de la Investigacion Biomedica de Andalucia | Copernicus Group IRB | CPP de Brest | CPP
IDF X (France) | CPP Sud Méditerrannée IV | CPP Sud Ouest et Outre Mer Il | De
Videnskabsetiske Komitéer for Region Hovedstaden | Debreceni Egyetem Orvos es
Egeszsegtudomanyi Centrum | Department of Health, Pharmeceuticals registration and
import/export control section | Domain Specific Review Board | Duke University Medical
Center Institutional Review Board | EC - Arcispedale | EC Azienda Ospedaliera Luigi Sacco | EC
Azienda Universitaria- Ospedaliera Senese | EC ern Seres Humanos do Hospital das Clinicas | EC
of China Japan Friendship Hospital | EC of People's hospital of Peking University | EC of PUMC
hospital | EC UZ Gent | Egeszsegugyi Tudomanyos Tanacs Tudomanyos es Kutatasetikai
Bizottsag | EK Westfalen-Lippe AK | EK Wiirzburg | ETENE/Sub-Committee on Medical Research
| Ethic Committee affiliated with State Institution of Healthcare "Republican Clinical Hospital
n.a. V.A. Baranov" | Ethic Committee of Nanling GuLou hospital | Ethic Committee of ShangHai
ChangHai hospital | Ethical & Independent Review Services | Ethical Clearance Committee on
Human Rights Ramathibodi Hospital, | Ethical Clearance Committee on Human Rights Related
to Researches Involving Human Subjects (Ramathibodi Hospital Mahidol University) | Ethical
Review committee Royal Thai Army Medical | Ethical Review Committee Royal Thai Army
Medical (Department Phramongkutklao Hospital and college of Medicine) | Ethics and Medical



Research Committee St Vincent’s Hospital | Ethics Board of the Ministry of Healthcare and
Social Development of the Russian Federation | Ethics Committee A.O. | Ethics Committee
affiliated with Almazov Federal Heart, Blood and Endocrinology Centre of Department of Heath
and Social Development of the Russian Federation | Ethics Committee affiliated with FSI
"Republican Clincal Hospital n.a. G.G. Kuvatov" | Ethics Committee affiliated with Institution of
Russian Medical Science Academy Scientific Research Institute of Rheumatology RAMS | Ethics
Committee affiliated with SEI HPE "Kemerovo State Medical Academy of Federal Agency of
Healthcare and social development" | Ethics Committee affiliated with SIH HPE "Ryazan
Regional Clinical Cardiology Dispensary" | Ethics Committee Affiliated with SIH Ryazan Regional
Clinical Cardiology Dispensary | Ethics Committee affiliated with St. Petersburg State institution
of healthcare "Clinical rheumatologic hospital #25" | Ethics Committee affiliated with State
Budget Educational Institution of Higher Education "St. Petersburg State Medical University n.a.
acad. |.P. Pavlov of Department of Health and Social Development of Russian Federation" |
Ethics Committee affiliated with State Budget Institution of Healthcare “Republican Clinical
Hospital, n.a.G.G. Kuvatov” | Ethics Committee Affiliates with SIH “Clinical Rheumatologic
hospital #25” | Ethics Committee at City Clinical Hospital | Ethics Committee at City Hospital |
Ethics Committee at Clinical Hospital | Ethics Committee at Hospital of Saint | Ethics Committee
at Moscow State Medical University | Ethics Committee at Municipal Polyclinic | Ethics
Committee at Penza State University | Ethics Committee at Ryazan cardiologic | Ethics
Committee at Saratove State Medical University | Ethics Committee at St. Petersburg State
Medical University | Ethics Committee at the Institution of Russian Medical Science Academy
Scientific Research Institute of Clinical and Experimental Lymphology of Siberian department
RAMS | Ethics Committee at the Municipal institution of healthcare “Clinical Hospital #8 |
Ethics Committee at the State Institution of Healthcare "Ulyanovsk Regional Clinical Hospital" |
Ethics Committee at the State Institution of HealthCare of Yaroslav Region | Ethics Committee
Barzilai Medical Center | Ethics Committee Faculty of Medicine Siriraj Hospital, Mahidol
University | Ethics Committee Federal Body of Control of the Pharmaceutical Agents | Ethics
Committee Fondazione Macchi | Ethics Committee For MultiCenter Trials (Bulgaria) | Ethics
Committee for Multicenter Trials (Canada) | Ethics Committee of Bnei Zion Medical Center
Haifa | Ethics Committee of General Hospital of PLA | Ethics Committee of Institute for the
Development of Human Research Protections (IHRP) | Ethics committee of Kyiv City
Tuberculosis | Ethics Committee of Qilu Hospital of Shandong University | Ethics Committee of
Regensburg University Faculty of Medicine | Ethics Committee of State Burdenko Educational
Institution of Higher Professional Education "Voronezh State Medical Academy n.a N.N.
Burdenko of Ministry of Health care and Social development of Russia" | Ethics Committee of
State Institution of Healthcare of Moscow "City clinical hospital No.20" | Ethics committee of
The 3rd Affiliated Hospital of Sun Yat-sen University | Ethics Committee of the Faculty of
Medicine, Institute of Forensic Medicine | Ethics Committee of the Khon Kaen University |
Ethics Committee of the Medical Faculty of the University of Wurzburg | Ethics Committee on
Internal Medicine of the Hospital District of Helsinki and Uusimaa | Ethics Committee Ospedale
San Carlo di Potenza | Ethics Committee Revmatologicky Ustav | Ethics Committee Royal Perth
Hospital | Ethics Committee, Faculty of Medicine Siriraj Hospital, Mahidol University | Ethics
Committee, Hong Kong East Cluster | Ethics commmitee at City Clinical Hospital | Ethics
Commmittee at Siberia State Medical University | Ethik-Kommission am Fachbereich



Humanmedizin | Ethik-Kommission bei der Aerztekammer Niedersachsen | Ethik-Kommission
bei der Landesaerztekammer Baden- Wuerttemberg | Ethik-Kommission bei der Saechsischen
Landesaerztekammer | Ethik-Kommission der Aerztekammer Hamburg | Ethik-Kommission der
Aerztekammer Nordrhein | Ethik-Kommission der Aerztekammer Westfalen- Lippe und der
Medizinischen Fakultaet der Westfaelischen Wilhelms- | Ethik-Kommission der Arztekammer
Nordrhein | Ethik-Kommission der Arztekammer Schleswig-Holstein (Ethik-Kommision I) | Ethik-
Kommission der Medizinischen Fakultaet der Universitaet Wuerzburg | Ethik-Kommission der
Medizinischen Fakultaet der Universitaet zu Kueln | Ethikkomission der Arztekammer |
Ethikkomission der Landesarztekammer | Ethikkommission bei der Landesaerztekammer
Baden-Wuerttemberg | Ethikkommission der Landesaerztekammer in Hessen |
Ethikkommission der Medizinischen Fakultaet des Universitaetsklinikums Schleswig-Holstein
(UKSH) Luebeck | Ethikkommission der Medizinischen Fakultaet Heidelberg | Ethikkommission
der Medizinischen Universitat Wien und des AKH der Stadt Wien | Ethikkommission der Stadt
Wien | Ethikkommission des Kanton St. Gallen | Eticka komise Fakultni nemocnice Hradec |
Eticka Komise IKEM a Thomayerovy | Eticka Komise Pro Multicentricka Hodnoceni | Eticka
Komise Vseobecne fakultni nemocnice | Eticka komisia | Eticka komisia Bratislavskeho | Eticka
Komisia Fakultnej | Eticka komisia Nitrianskeho | Eticka komisia pri Narodnom ustave
reumatickych chorob | Etisch Comité Universitair Ziekenhuis Gent | Ewha Woman's University
Mokdong | Faculté de biologie et de echerch Commission d’ethique de la eecherché clinique |
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University Banbuntane Hotokukai Hospital Institutional Review | Geisinger IRB | Geisnger
Health System Institutional Review Board | Gerencia de Ensino e Pesquisa - GEP Comité de Etica
em Pesquisa- CEP | Greenlane Clinical Centre | Grupo de Pesquisa e Pos Graduacao - Comissao
Cientifica e Comissao de Pesquisa e Etica em Saude | Gunderson Clinic, Ltd. Human Subjects
Committee | Gyogyszereszeti es Egeszsegugyi Minoseg- es Szervezetfejlesztesi Intezet |
Hadassah University Hospital Local EC | Hamilton Health Sciences REB Henderson Hospital |
Health Research Ethic Authority | Health Sciences Faculty, Research Ethics Committee
University of Cape Town | Helsinki Committee Assaf-Harofe Medical Center | Helsinki
Committee Barzilai Medical Center | Helsinki Committee Bnai Zion Medical Center | Helsinki
Committee Chaim Sheba Medical Center | Helsinki Committee Hadassah Medical Center |
Helsinki Committee Rabin Medical Center | Helsinki Committee Rambam Medical Center |
Helsinki committee Soroka M.C | Helsinki committee Sourasky Medical Center | Helsinki
Committee The Nazareth Hospital EMMS | Helsinki Committee-Haemek EC/IRB | Helsinky
Committee Sourasky Medical Center | HKEC Ethics Committee | HKU/HA HKW IRB | Hong Kong
/ Hospital Authority Hong Kong West Cluster (HKU/HA HKW IRB) | Horoshima Allergy and
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