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NSAIDs NSAIDs

IL

 

 

NSAIDs 5 ProOEt

2 IL

DSC IR 1H-NMR IL

IL

ETD ETD

E2 PGE2

IL ETD  

 

ETD ProOEt

DSC

IR ¹H-NMR

IL  ETD DSC

ETD ProOEt
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ETD 2

IL

ETD 2 6 PGE

ETD 40%
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 (Target 

Mediated Drug Disposition TMDD) 

TMDD

TMDD

TMDD  

 

0.6–180 mg 6 1 6

28 24

Stochastic Simulation and Estimation 

(SSE) 200

 

 

5%

17.1–53.4% 3 8

12 7.5%

19.3–59.8% 12 3

TMDD

100%

TMDD
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 (MPA)  

(MMF) MMF

MPA MPA

 (MPAG) MPAG

MPA MMF

MPA 12 -

 (AUC0-12) MPA

MPA

 (popPK)  

 

2011 4 2019 9 MMF

42 MPA 312

 (NONMEM 7.5.1) popPK

 (14052645-6) 

 (19-018)  

 

MPA

2-

AUC0-12
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2  (SGLT2i) 

 (eGFR) eGFR

eGFR SGLT2i

 

 

MDV

 (ICD-10 G309) 

eGFR

HbA1c SGLT2i

SGLT2i eGFR

HbA1c  

1:1 361

SGLT2i eGFR

720 eGFR eGFR SGLT2i

2,685 SGLT2i 3,748 eGFR

SGLT2i

SGLT2i

 

 

SGLT2i eGFR -

2.14 mL/min/1.73 m²/ 95% -2.72 -1.56 SGLT2i

0.055 mL/min/1.73 m²/ 95% -1.45 1.56

0 SGLT2i

eGFR  
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TabNet

6

TabNet

  

 

MDV 2

6 2000

TabNet

ALT AST SCR 7 TabNet

128

n

n 10 20 50 100

 

 

1 20 2

100

k

100 98.3%

10 68.8%

100
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1 1 1 2 3 1 

1 2 3  
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AI

 

 

AI

SSSDS4 SSSDS4 NICU

0.03

(RMSE)  

 

RMSE SSSDS4 0.1428 0.1475

0.1522 2 0.06

RMSE SSSDS4 0.1878 0.2578

0.3231 SSSDS4 RMSE

2

RMSE

AI SSSDS4
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, RWD

RWD

AI

AI

AI  

 

AI Generative Adversarial Networks GAN GAN

MDV 6 GAN

ALT AST SCR

TabNet Encoder

TabNet Encoder

TabNet Encoder

PCA  

 

SCR mg/dL 1.29 1.44

PCA

TabNet Encoder

AI TabNet 

Encoder
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NSC-34

Prostaglandin E2 (PGE2)

Prostaglandin D2 (PGD2) NSC-34

Prostaglandin NSC-34

 

 

Prostaglandin Western blot MTT

 (BZ-X800, 

)  

 

NSC-34 PGE2 EP2 EP3 PGD2

DP1 DP2 PGI2 IP PGE2

Gs EP2

EP2 Gs IP

DP1

2

PGE2 NSC-34

PGI2 NSC-34

PGE2 NSC-34

 

�



 

Aspergillus Fumigati , Flavi , Nigri , Terrei

Fumigati

, Flavi , Nigri

, Terrei , Fumigati

 

 

, , 3 , 2 , 1 , 12

18 , 5m 8 15

225

 

 

3 179 , Flavi 7 A.alliaceus, A.flavus, 

A.luteovirescens, A.nomiae, A.pseudonomiae, A.pseudotamarii, A.tamarii , Nigri 5

A.aculeatinus, A.brunneoviolaceus, A.neoniger, A.tubingensis, A.welwitschiae , Terrei

3 A.alabamensis, A.floccosus, A.terreus

7 3

, Nigri Flavi 2 A.nomiae, A.pseudonomiae

, 30 , Flavi 1 A.tamarii

Nigri 3 A.neoniger, A.tubingensis, A.welwitschiae

30 50 , Terrei 2 A.alabamensis, A.floccosus

40

Fumigati
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AAspergillus Restricti

 

Aspergillus  Restricti

4 23

16

16

pH  

 

16 986

  109

0  5  10  15  20  25% NaCl

MEA pH3  5  7  9  11 DG18

clear zone

1 3  

 

5–20%NaCl A. caesiellus  

A. restrictus , NaCl

  

pH pH 7 pH 11 Penicillioides

 (5 ) pH 11   

Restricti  (7 ) Vitricolarum  (2 ) Penicillioides

 (6 )
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2 1 1

1

 (2NC) 

 

 

3T3-L1 2NC

10 2NC

RT-qPCR

4 C57BL/6J 2NC 20% 2-Hydroxypropyi—cyclodextrin 

(HPCD) 10mg/kg/mice 1 6

 

 

In vitro 2NC UCP1

2NC

 (sWAT) 

sWAT UCP1

In vivo  
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0.5–0.7

Talaromyces 7 18

Talaromyces Trachyspermi

 

 

dichloran 18% glycerol agar DG18

30 rRNA ITS -

RPB2

Visagie et al. 2014

5 10 15 20 25 30

0 20 40 60 80%

 

 

Talaromyces 

affinitatimellis T. basipetosporus T. speluncarum

creatine agar yeast extract sucrose agar

DG18 2 divaricate

3

. 10–35 , 25–30 . 

0–80% , 

. , 

, 

. 

Talaromyces mel-japonicus NBRC 116048T  
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LRW 3

LRW FD

FD

FD iFD  

 

D- 6,000

45,000

LRW LRW

CONV D-

iFD 2

 

 

iFD LRW

CONV iFD  

SAXS iFD

LRW

 

FD iFD

LRW

LRW
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2 PPAR

PPAR

PPAR PPAR

PPAR

PPAR /

2

 

3T3-L1

Oil red O RT-qPCR

PPAR

PPRE 10

8 UCP1

 

 

PPAR

9  (1, 2, 11, 12, 25, 26, 27, 28, 42) 

3  (1, 12, 27) 

5  (6, 19, 22, 30, 31) 

PPAR

3  (6, 19, 31) 

3  (6, 19, 31) PPAR /

3  (22, 30, 31) 

UCP1

 

��



 

MRSA

MRSA

MRSA

 

 

HEK293 3-30 M 72

RNA RT-qPCR mRNA

GAPDH mRNA Ct

western blot  

 

17 mRNA

HEK293

7 4

SLC22A12/URAT1

mRNA P- BCRP

SLC22A12/URAT1
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2

2

 

 

5 8 12 26 2

15 3 18

 

General Practitioner: GP

GP

2026

4

1

 

5

4.67
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LDL-

ADL FIM 

Functional Independence Measure  

 

2010 7 2019 6

1:1 propensity score 

matching: PSM FIM FIM FIM

Statins (+) Statins (-) 2

 

 

PSM 238 PSM Statins (-)119  

70 [57-77]  / 61 /58 Statins (+)119 70 [61-78]  

/ 61 /58 FIM

15 [5-25] vs 18 [11-28] FIM 18 [6-29] vs 21 [13-31]

Statins (+)
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PHT  

PHT

CA CA

PHT  

 

PHT 4 CF PM

 GM X PXRD

36 CF PHT

PXRD PHT CF

DSC IR CA

CA GM

PHT HPLC  

 

PHT ARG GM PXRD

PHT CF

CA PHT ARG

1 1 DSC

IR

PHT ARG = 1 1 GM CA

CA PHT

120 PM PHT ARG

CA CA

PHT  
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ALS

ALS

SOD1 WT SOD1

/ 16

WT SOD1  

 

WT SOD1 ALS

WT SOD1 ALS

WT SOD1 WT SOD1 T

 

 

16 X ALS

X 1 mol/L

ALS

10-18 mol/L

SOD1 ALS

SOD1 A4V G37R H46R

7 SOD1

10-18 10-22 mol/L  

X ALS
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oxa-Michael

 

 

1 SGLT2 DPP-IV

SGLT2

SGLT2  

 

SGLT2

SGLT2

(oxa-Michael)

Frustrated Lewis Pair

oxa-Micahel
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 countercurrent chromatography (CCC) 

1989 2024

35 CCC

 

 

 (i) (HDES) CCC CCC

CCC CCC CCC

CCC (HSES) CCC CCC -

(CPC) -  

(ii)  

 

  HDES CCC multilayer coil eccentric coil

-

CCC ( 1) ( 2) ( 3)

( 1, 2, 3) ( 1 = 2 + 3)

eccentric coil  

HSES CPC

HSES  
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