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Fig. 1 The design of the AISS. a-c Schematic illustrations of the automated in vivo screening system (AISS) for rapid loading, trapping, orientation
of zebrafish larvae (a). The precise manipulation of larvae enabled animal immobilization with controllable multi-concentration gradient drug

exposure (b) and multi-organ imaging (€) within the microfluidic chip
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ZE_1—-JIryhDJ—), ZEIRUFE. Hopfield network.,
Boltzmann machine. Autoencoder., ZEB&HDFZE. CNN. RNN,
LSTM. Transformer. 3@t &. VAE. DQN. GAN. 18%EE#s/1\b.
JOXI> hOE—&/IME. &/N_FE. Backpropagation. Gradient
descent. B2 EEIHDFER., XHFEE. HEMOFET /L. Diffusion

model. 5#{t=Z&. Q-learning

B35 (maximum likelihood method) ¢

% (equivalent) O3F;

0* = arg mgin E,.p[—logL(0,x)]
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BR-~Z0 (explicit knowledge) vs  BEEAXN (tacit knowledge)
BAREZE (explicit thinking) vs  BEEAEZ (tacit thinking)

AR ~#ESm (explicit reasoning) vs  BEEAM#ESR (tacit reasoning)

EEA = X8, X, X TRIRTERLED
(TSI TERVED)




HSREITHMDICKLDT

BRI TEREALE T



AFREZF O KOERRERAE Al ?

EBROIRENEEF I THHEFEIR THO

1. FPAMBIEFOEETIESED
2. MOBIFEEZRBUERIEEaE (N ZAZZZIER)

3. 1E{RE

2 BN S DRIZE

ek




AFAEEFOERADERKRERA

INTC, A NMERFIICFHER

1. HFRYONAINFEZFOFER (MTAPEEF)
2. EFRYONADERNEERZE (ADNZAZZIRE) OFR
3. HFYIDEGREY/FRIREEENSORIZE

(ADAXRIBRENS A IMIREEEI S RIE )

IEERAREE | IEEHERZ EDLDICER ?




1. RSV ONMAINEIEEZFMTAPZRER t NI D 10% D MTAP /RIS

~ = N N N v = e J— = — 51-
AT OERE, BEEREN. BB GBEEHETE) (SRR g

1%lOI-ISO e
Kamatani N, Nelson-Rees WA, Carson DA. Selective killing of é 76-100 e om o
human malignant cell lines deficient in methylthioadenosine = My
phosphorylase, a purine metabolic enzyme. Proc Natl Acad Sci U S 3 ’ B . = 7
A. 1981 Feb;78(2):1219-23. g g =

s 25—
Kamatani N, Yu AL, Carson DA. Deficiency of methylthioadenosine - : >,

T TR
75 100 150
Grains per Cell, [*H] adenine

phosphorylase in human leukemic cells in vivo. Blood. 1982
Dec;60(6):1387-91

o

B FHEBBEODNSRVDIC, &

. PADBIEFE LA DI ? _ ['spermidine,
D " £ 20! putrescineMtEHNL
g D g £ 7RI }
3 " (A 3 LT 215U TRAINS P ;
s = MTA 32, MRS BEFHEREE, BEMR 0 5
zo Ho_ _OH LQL:l‘Eiagggl a Py N % 10-
: 0.01 01 i FKIRENADIFTE 5
ClAdo phosphorylase activity, nmol/min per mg protein %ﬂ‘{ﬁ’ﬁ'liﬂi% (J%E%ﬁ §
. o o MFE MBS (FE NFEIE s
L REi%Cell line®23%HMTAPXIE ” I B T T

Micromolar MTA



EI\\\}E %tﬁ&n:uéﬂt’f&u%(i 'ﬂﬂd)ﬁﬂn%(gib IEHHEETUT_

Am J Hum Genet 2012 Apr 6,90(4):614-27. doi: 10.1016/].ajhg.2012.02.024. Epub 2012 Mar 29.

Primate genome gain and loss: a bone dysplasia, muscular dystrophy, and bone cancer syndrome resulting from 1 980 t hb*/u%ﬂﬂﬂ@d) MTA PT\}E

mutated retroviral-derived MTAP transcripts.
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Possible metabolic basis for the different immunodeficient states
associated with genetic deficiencies of{adenosine deaminase
and [purine nucleoside phosphorylase

2-chlorodeoxyadenosine
= cladribine

(deoxyadenosine/deoxyguanosine/adenosylhomocysteine/lymphocytes)

DENNIS A. CARSON, DONALD B. WaAssON, ELLEN LAKOwW, ANIp NAOYUKI KAMATANI |
Department of Clinical Research, Scripps Clinic and Research Foundation, 10666 North Torrey Pines Road, La Jolla, California 92037
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nism. Thus, mouse T lymphoblasts with a mutant form
enzyme insensitive to inhibition by dATP and dGTP are
sistant to deoxyadenosine and deoxyguanosine toxicity
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adenosine, and adenine arabinonucleoside also killed resting T adenosine, adenosine, ——
cells. Cell death was unrelated to inhibition of adenosylhomocys- lized rapidly dividing lymphocytes mcludmg both cell lines and
teinase (EC 3.3.1.1) but was preceded by a gradual decline in ATP peripheral blood lymphocytes stimulated with mitogens. How- 13
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Subgroup

Atenolol vs non—Atenolol

Nadolol vs. non—-Nadolol

Sotalol vs. non—Sotalol
Febuxostat vs. non—-Febuxostat
Pioglitazone vs. non—Pioglitazone

Pioglitazone vs. glipizide

0.7

0.8

09

Hazard Ratio (95% CI)

1.0

11

0.949 (0.923-0.976)

0.939 (0.826-1.068)

1.036 (0.954-1.124)
0.815 (0.710-0.936)
0.916 (0.861-0.974)

0.921 (0.862-0.984)

Fang J et al. Alzheimers Res Ther. 2022 Jan 10;14:7.
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p value
<0.001 ! I !
0.338 0.5 1.0 1.5
0,408 Song Y,et al. PLoS One. 2023;18:e0285011.
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Sarcopenia Severe sarcopenia

mXORI (+) mXORI (-)

XORI: XOR inhibitor (J17%Y24vk, 70JU.)-)L) n=119 n=177
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