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1) Is there a difference in HDL-C levels by ethmicity?
(V&) Yes, Japanese have higher HDL-C levels than those in western countries, including the USA.
R 2) How were the friglyceride levels in your populatlon and did you measure i#? ' :
(BIE} The triglyceride lcve]s WETS also measurcd in thns J- MICC study populanon We focused on HDL C in oiy GWAS-
. analysis. : : : :
' tﬁﬁﬁ 3) Were there any patients in your study who have taken medicines that aﬁ'ect cholesterol levels?
(BI&) Yes, there were 1,064 (9.4%) subjects taking cholestcro] towering drugs
HRT4) Whatmedicine affect HDL- C levels?
© (El%) . Niacin, fibrates, and CETP inhibitors raised HDL- C levels. Niacin mcreases HDL-C levels more safcly and eﬂ’ectlvely L
_ than ﬁbratcs and statins, redumng the cutnulative CHD risk ina prwmus study '
Ef5) According to your thesis, what kind of categories did you use to divide selected genes in Table A1?
(EME) We divided the SNPs based on the protein-coding gene and cytoBand (chromosome). '
ﬁﬁ:ﬁ 6 ) In your thesis, Table 1, page 3, you metition about ajor HPL subc]asses Were increased HDL-C leve]s w1th alcohol
intake different by each HDL-C subclass? ' . :
() One of our study Himitasions is that we dido’t analyze HDL-C, levels by subclass; but a previous study showed that |-
~ aloohol consumption was associated with increased HDL-C levels in large and, medium HDL sizes. _ :
BT You didn’t mention about liver disease i in your exclusion oriteria. Liver disease will decrease HDL-C levels. How do you
think about it? ' '
(@fg} The prevalence of liver cirrhosis history was 0.18% in our subjects, and they did not show decreased HDL-C levels.
B 8) Why did you take plasma in your study? What did you use plasma for?
(BIE) The study protocol of the J-MICC study required plasma collection and, smrage for future another studies.
B 9} Please explain more details about identity-by-descent method lmplemcnted in the PLINK 1.9 software that was used to
identify close relatlonship pairs.
(%) PLINK focus on the estimation and use of rdentlty-by-statc and segments of rdentlty by descent (IBD) information in the
~confext of population-based whole-genomc studies. This information can identify extended chromosomal segments that
 are shared IBD between very distantly related individuals.
B 10) Table 3 mentioned that BMI was also closely related with HDL-C. How do you think about it?
{[E1%) Obesity profoundly affects HDL metabolism and leads to changes in HDL composﬁ:mn and a shift towards smal! HDL3
" particles. - : :
R 1) W 7 selected major SNPS APOAS was included. but APOA1 was not. Why is APOAI not mcluded in GWAS catalog?
(EI%) As APOAL in the previous teports didin't meet the genome-wide significance; it was not listed in the catalog.
B 12) Please .cxp!ain in simple term that PAF formula represent the population-based impact.
(%) Population attributable fraction (PAF) was calcutated using both impact and prevalence of the exposure to take account

. their combined effect. The PAF has been used to quantify the proportion of dissase burden in the population level.
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-] 13) Why was the HDL-C data lack in Chiba and Aichi Cancer Centers? Didn’t they use the same protocol?

(lg) They used the same protocol, except examining atherosclerosis-related items, because the first main purpose. of the

J-MICC study was for cancer prevention. The present study was a part of the J-MICC study.
ﬁF'EJ 14} ' The subjects for whom sex information was mconsrstent between the questlonnalre and the genotyping results were
excluded. Why did such event occur? How Mary cases were excluded‘?'

(EZ) Although some participants wrote wrong answer on sex in the questionnaire, and Hs mformatlon was revised aﬁcr

" . cerrected by the information on consent form and other items of the questioniare, some unclear cases may be residual,
The information on another possibility, such as LGBT, was not collected. The number- of" those wtth inconsistent daxa
was 26, whose daia were excluded. '
B 15) How many pairs identified as close reiatmnshlp pairs (pi-hat > 0.1875) were excluded?
([E%} The number of close relationship pairs was 388, and they were excluded, :
ﬁﬁﬁ 16) In Amami, relative high prevalence on related relative in conjugal relation is suspected, and the pi- -hat may probably be
higher than that in other parts of Japan. Didn't you mention the hmltcd regional differences of the: phi-hat data? Have
you looked the data of Amami islands? '
© (JB1%) The pi-hat was not analyzed by study region, because this regional dlfference mctudes some naive part
ERH 17) SCARBI 15921919 was not listed in the GWAS catalog. Do you think this is a new SNP and will be listed in the catalog?
([EI%) As the listing in the catalog from the published report is decided by some committees, I have no idea at the moment.
B 18) Why was BMI divided into 2 categories with cutoff point 237 S
(IEI &) BMI was divided with similar number in combmed both sexes and cemparablc humber of respective subjects in each.
B 19) Why was. age djvided into 2 calegorlcs with cutoff point 577
~ (E%) Age was also divided with similar number in combmed both sexes and comparab}ts number of respectwc subjects in each.
7B 20) How did you decide the cutoff point for daily activities and habitual exercise? . |
(@ 5‘:) The cutoﬂ" point was decided at the median value The subjects with tower daily actm‘sy were relatlvcly shifted to the |
 lower values and different between sexes.
BT 21) Why werethe groups in table 4 (RR +RA and AA} and tablc 5 (RR and RA + AA] divided dlfferentlv'?

(%) As the direction of the coefficients of 1s2575876 and rs429358 was negative, their opposite genotypes with the pos:lwe
coefficient side and their prevalence was used for PAF calculation in Table 5, because comparatlve PAF estimation
requires the same direction. '

’E R 22} Did you estimate the PAF for men and woman separately‘? ESpeclally regardmg smoking and drinking habits, the impact
might be different between these two groups. _

(/&%) The PAF on smoking and drinking was not estimated by sex, because the limited number of the subjects and the ORs by
sex for estlmatmg PAF were not always significant.

e 23) Why do heavy drinkers have hagh HDIL.-C levels? . _

{E1%) Alcohol is pamally involved in an increase in transport cate of apoA-l and apoA -11 and cholestesol esterification by
stimulating the efflux of cholesterol from petipheral cell. The whole mechanism is still unclear. :

K[ 24) Did you check the association between green tea and cholesterol levet including HDL-C in your study?

(B} We didn’t analyze the association between them, because our previous smdy did-not find this association.

ERS 25) Why did GWAS analysis exclude XY chromosome? - R .

(IHE) Males are hemizygous for the X chromosome and so have onIy two distinct genotypes, Females have three possible
genotypes for X loci. Thus, simply, association testing in males is akin to allele-based testing, whereas association
testing in females generally requires & genetic model to be specified. ' R '

7 26) Are HDL-C levels influcniced by epigenetic regulation?

{[EI%) Yes, the cholesterol homeostasis is also under the control of epigenetic mechanisms such as histone anetylatlon DNA

methylation; and miRNAs also act as a novel class of ep1gen¢tlc regulators of HDL-C from synthesis to clearance.
R4 27) After doing the research, how do you think the result of your study will be applied in the population health?

([E%) We can improve our health and prevent diseases after changing environment factors of lifestyles. Genetic factors

represeni some susceptible person for disease burden with lifestyle. Taylor-made prevention and health promotion are '

-expected acaordmg to their susceptibility.
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