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1. GANTBS A TR LY AT AMERE A HOMA2-IR (37037 72> 72
Fig.1. Subjects with the homozygotes of SNP-420G/-358 A haplotype had the increased in serum resistin but not in HOMA2-IR.
Subjects were divided into 3 groups by SNP-420/-358 haplotype. ANCOVA involving serum resistin and HOMAZ2-IR as dependent vari-
ables, and age and sex as independent variables was performed. Mean * standard error (SE). Tukey's honestly significant difference

(HSD)test: * vs */*, P <0.0001; T vs G-A/*, P <0.0001.

SNP; single nucleotide polymorphism, HOMA2-IR; homeostasis model assessment 2-insulin resistance.
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Table 1. Inthe 75 g oral glucose tolerance test, latent skeletal muscle loss and visceral fat obesity showed the highest insulin resistance.

Low ASM/weight and VFA > 100 cm’

Group No. 1 2 3

4

ASM/WtQ2-4 ASM/WtQl ASM/WtQ2-4 ASM/WtQl
& obesity (—) & obesity (=) & obesity (+) & obesity (+)

Variable (n = 440) (n=83) (n=181) (n=99) P value

ANCOVA 1vs4 2vs4 3vs4
Fasting glucose (mg/dL)  95.0+0.9 97.5+1.7 97.7£1.1  100.8+1.4  0.0098 0.0010 0.1368 0.0785
1-h glucose (mg/dL) 1483+2.8  148.8+54  151.1%3.6  161.6=4.5  0.0972 0.0164 0.0635 0.0614
2-h glucose (mg/dL) 127.5%2.7  1363+53  135.8%3.5  146.7x4.5  0.0054 0.0006 0.0508 0.1319
Fasting insulin (u[U/mL) 4.8+0.3 5.6£0.5 7.0£0.4 9.4+0.4 3.00%10™ 5.61 10" 7.76 X 10* 2.01 x 10°
1-h insulin (uIU/mL) 49.6%2.5 52.1+4.9 65.8+3.3 76.0+4.2 351 x10° 3.47x107 1.98x%10* 6.12%10*
2-h insulin (uIU/mL) 45.9+2.2 49.9+43 62.5%2.8 752436 1.18x10° 6.78 X 10" 5.24 X 10° 4.56 X 10°

Subjects were divided into 4 groups: group 1, VFA < 100 cm” and ASM/Wt Q2-4; group 2, VFA < 100 cm’ and ASM/Wt Q1; group 3,
VFA > 100 cm® and ASM/Wt Q2-4; and group 4, VFA > 100 cm’ and ASM/Wt Q1.

Mean * standard error (SE). ANCOVA involving blood glucose and insulin as dependent variables, and age and sex as independent
variables were performed using Tukey's honestly significant difference (HSD) test as post-hoc analyses.

ASM; appendicular skeletal muscle mass, VFA; visceral fat area.
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Fig.2. The increase in insulin resistance was highest when low ASM/Wt and visceral fat obesity were accompanied by the G-A haplo-
type over a five-year period.

The increase in insulin resistance was highest when the G-A haplotype was accompanied by low ASM/Wt and visceral obesity over a
S-year period. Glucose metabolism was evaluated at baseline and 5-year follow-up, and body composition was assessed at 5-year follow-
up. Data are expressed as mean * standard error of the mean (SEM). Tukey's honestly significant difference (HSD)test: *, vs control
with */*, P <0.0001; T, vs control with G-A/* and G-A/G-A, P < 0.0001; %, vs sarcopenic obesity with */*, P < 0.05.

SNP; single nucleotide polymorphism, HOMA2-IR; homeostasis model assessment 2-insulin resistance. ASM; appendicular skeletal
muscle mass.
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Fig.3. Cluster 2, characterized by latent skeletal muscle loss, visceral fat obesity, and insulin resistance, with the G-A haplotype, demon-
strated the equivalent deterioration in insulin resistance over a 5-year period.

Cluster 2, characterized by latent skeletal muscle loss, visceral obesity and insulin resistance, with the G-A haplotype, demonstrated de-
terioration in insulin resistance over a 5-year period. Ctrl (control) denotes four clusters, excluding those located on the right side of
number of clusters (e.g. Ctrl.1 includes clusters 2—-5). ANCOVA, P = 9.41 X 10—14. Tukey's honestly significant difference (HSD) test
for post hoc analyses: * P < 0.001 vs Ctrl.2 with */*; TP < 0.001 vs Ctrl.2 with G-A/* and G-A/G-A; “P < 0.001 vs C2 with */*.
HOMAZ2-IR; homeostasis model assessment 2-insulin resistance.
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Table 2. Top 5 pathways in pathway analysis and altered expression of mitophagy-related genes in whole blood cells from G-A homo-

zygotes compared to C-G homozygotes.

Pathway P value Involved genes
Mitophagy 2.7%x10"  BNIP3L, GABARAPL2, PGAMS, PRAS2, TBKI, ATG94, FISI,
FOXO03, MFN1, UBAS2
Ubiquitin mediated proteolysis 3.4x10° ANAPCI, ANAPCII, ANAPC15, BIRC3, CDC34, CUL7, ELOB,

Glycosylphosphatidylinositol — anchor biosynthesis 6.9 X 107
Nucleotide excision repair 0.011
Autophagy 0.026

KEAPI, RBX1, UBA52, UBA7, UBE3B
DPM?2, PIGG, PIGO, PIGU, PIGX
POLE2, ERCC4, MNAT1, POLR2D, XPA, GTF2H3, RBX1

GABARAPL2, PRAS2, RBICCI, PRAGB, TBK1, TSC2, ATGYa,
CTSB, PIK3CB, STK11, UBA52

Pathway analysis was performed by comparing homozygotes of the G-A haplotype defined by resistin SNP-420 and SNP-358 with those
of the C-G haplotype using DAVID, a tool for providing functional interpretation of large lists of genes derived functional interpretation.

SNP; single nucleotide polymorphism, DAVID; database for annotation, visualization and integrated discovery.
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