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The Clinical Deep Data
Accumulation System
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Clinical Deep Data Accumulation System
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Baseline Patient Characteristics

Clinical Deep Data Accumulation System

(\ CLIDAS

Sex (male)

BMI
Hypertension
Diabetes
Dyslipidemia
Atrial fibrillation

Chronic kidney disease stage =3

Previous Ml

Previous PCI

Previous CABG

Previous Stroke

Previous HF hospitalization
Peripheral artery disease

Malignancy

Matoba. Circ J. 2025;89:1204-1215.

7011
7507,77%
24.1+3.8
7897, 82%
4161, 43%
7534, 78%

493, 5%

4435, 48%

1479, 15%
1995, 21%
517, 5%
1043, 11%
637, 7%
739, 8.4%
946, 10%

0
186, 1.9%
62, 0.6%
88, 0.9%
61, 0.6%
53, 0.5%

584, 6.0%

58, 0.6%
51, 0.5%
46, 0.5%
57, 0.6%
47,0.5%
921, 9.5%
376, 3.6%

7012
3153, 76%
24.11+3.9

3333E£81%

1594, 39%
3211,78%
145, 3.5%

1734,47%

576, 14%
602, 15%
159, 3.9%
412, 10%
167, 4.0%
153, 4.2%
306,7.7%

7010
4354, 78%
24.21+3.8

4564 +83%

2567,47%
4323,78%
348, 6.3%

2701,50%

903, 16%
1393, 25%
358, 6.5%
631, 11%
470, 8.5%
586, 11%
640, 12%

0.1163
0.0131
0.3731
0.0995
<0.0001
0.9033
<0.0001

0.0263

0.0013
<0.0001
<0.0001

0.0271
<0.0001
<0.0001
<0.0001
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Clinical Deep Data Accumulation System

Baseline Laboratory data and Prescription

Laboratory data (index -60 to +30 day, SS-MIX2)

Total cholesterol, mg/dL 169 £ 36
Triglyceride, mg/dL 138 £89
HDL cholesterol, mg/dL 47 =13
LDL cholesterol, mg/dL 96 £ 31
eGFR, mL/min 58t 24
HbA1c, % 6.41X1.1
BNP, pg/mL 240 + 550
NT-proBNP

Prescription (index -60 to -1 day, SS-MIX2)
Statin 5317,55%
High-dose statin 1813,19%
Ezetimibe 394,4.1%
PCSKO9i 3,0.0%

Matoba. Circ J. 2025;89:1204-1215.

272,2.8%
134,1.4%
229, 2.4%
160, 1.7%
599, 6.1%
904, 9.3%

1190, 12.3%
5370+18365 9104, 94%

© O O O

17238
133+93
45113
102+ 32
60 =25
6.4+1.1

286 =537
5532 + 17505

1252, 30%
403, 10%

69,1.7%
0, 0%

167t 34
141185
48+13
91129
57 £ 24
6.41+1.0
206 =557
5119+ 19658

4065, 73%

1410, 25%

325, 5.9%
3,0%

<0.0001
<0.0001
<0.0001
<0.0001
<0.0001
0.591

<0.0001

0.7907

<0.0001

<0.0001

<0.0001
0.135
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MACCE (CV death, MI, Non-fatal Myocardial
Stroke) Infarction
Riskfactor __|HRos%c [ Riskfactor _|HRI95%CI
Age =275 1.72[1.28-2.31] Age =275 2.02[1.27-3.20]
Sex (male) 1.14[0.81-1.61] Sex (male) 1.43[0.80-2.58]
ACS 1.34[1.00-1.79] ACS 2.04[1.28-3.27]
CKD Stage 4-5* 1.89[1.30-2.76] CKD Stage 4-5* 2.93[1.58-5.46]
Diabetes 1.13[0.85-1.49] Diabetes 1.10[0.70-1.73]
Previous Ml 1.55[1.08-2.24] Previous Ml 1.43[0.79-2.59]
Previous Stroke 1.60[1.14-2.25] Previous Stroke 1.30[0.73-2.31]
Peripheral artery disease 1.92[1.33-2.77] Peripheral artery disease 2.41[1.34-4.33]
Atrial Fibrillation 1.08 [0.65-1.78] Atrial Fibrillation 1.05[0.41-2.72]
High-dose statin 0.99[0.73-1.34] High-dose statin 0.73[0.45-1.20]
ST-deviation 1.50[1.08-2.07] ST-deviation 1.57[0.94-2.65]
LMTD or 3VD 1.15[0.83-1.58] LMTD or 3VD 0.92[0.54-1.57]

*eGFR<30 mL/min or Hemodialysis

Matoba et al. JCS 2022 LBCS.
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DREBEDARH-30H R & CLIDAS

JROAD-DPC CLIDAS-DPC
BABIREGF 2B TS 8007 CLIDASHRZEEIN 8%l (KF bt E L
2012-20224F BB ASREAT 229 —) 2013-20224F

20214 30HZET =R
SHLAE 4.2%
2 OAE 3.1%

N=83567, fFiin 78.2+12.45% 2:  N=19763, &Fiin 70.6+16.8/%

NYHA IV 27%, 2% 0A4% 51.8% NYHA IV 22%, 8% 0A4A%E 29.4%

goom

=m=

Nakao K, et al. Int J Cardiol. 2021;340:48-54.
Nishi M, Matoba T. et al. CircJ. 2024;CJ-24-0704. NYHA> %A Unpublished. CLIDAS Research Group.
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| BEIRSEEHT—TIVEE  H20B AL

PCIED A XY FRIIBMBEREF LIEEBKEBETEL D
{OIMETE, (OEhiEEs, fM2Ad IDAHERZE

10

100 — Log-rank P<0.001 100 Log-rank P<0.001
g 90 - g 90
0 b _
£ 80 ACS e % ACS
E 70 10 | 7.1%/2 yr cC & 70 5|
S 5o S 6o
O [+/]
g 9 CCsS
@ 50— @ 50—
k=1 h=4
2 404 3.9%/2 yr E 40 -
£ =
> 304 0 2 30
'.g T T T T 1 = 0 T T T T 1
E 00 0 1 2 3 4 5 2 20 - 0 1 2 3 4 5
3 104 3 10
0 : | | | : 0 _—é_ : . 0
0 1 2 3 4 5 0 1 2 3 4 5
Years Years
No. at risk No. at risk
ACS 4135 2880 2305 1594 1031 657 ACS 4135 2915 2344 1630 1055 678
ccs 5555 4039 3309 2366 1528 975 ccs 5555 4081 3363 2420 1578 1007

Matoba et al. Circ J 2025., in press
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Activation of cancer-associated fibroblasts is essential
for cancer growth
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Post-translational modifications which switch the transactivation function of KLF5.
Acetylation of KLF5 downstream of TGF( (top) alters the assembly of transcriptional co-regulators on the promoters of p15 and MYC, switching

the transcriptional regulation of these genes in keratinocytes.
Sumoylated KLF5 (bottom) forms a transcriptional repressor complex for lipid oxidation genes, and desumoylation in response to a PPARd

agonist alters affinity for co-regulators resulting in transcriptional activation.

Diakiw et al., IUBMB Life. 2013 65:999-1011.
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KLF5 and WNT signaling in CRC development.

In normal intestinal epithelial cells, KLF5 and B-catenin are regulated by multiple mechanisms such as degradation or
well-coordinated WNT and MAPK kinase activation. During CRC development, Kras mutations increase KLF5
expression, while Apc and Ctnnbl mutations increase WNT pathway activity by increasing the stability and
transcriptional activity of p-catenin. In the context of these mutations, KLF5 and B-catenin contribute to CRC
tumorigenesis by inducing transcription of multiple genes such as Ccndl, c-Myc, Ascl2, or Lgr5. Red stars mark
mutations.

Lee et al., Cancers (Basel). 2023 15:2430.
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Hypothesis first vs Data first
Mechanism first vs Compound first
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