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Background: BIZEEHFECHE TR VWKMRLEDER (%)

1. IR -BEFRI O AL B EPEDRME

T.arg(.et CompO}md .Le‘ad . Rxe clescal Phase I Phase I1 Phase 111 Approval
validation screening  optimization test to launch
Cycle time ~ 1.5 year ~ 1.5 year ~15year ~1year ~1.5year ~2.5 year ~2.5 year ~ 1.5 year
% Cost per NME ~3% ~6% ~17% ~7% ~15% ~21% ~26% ~5%
Probability of success ~66.4% ~48.6% ~59%

~ 2 candidates

& Phase 111 Dose, Efficacy, Toxicity

Phase 1 PK, Dose escalation, Toxicity

SAR, Drug-like properties, Solubility

. Permeability, ADME, Plasma PK

Lead optimization Efficacy, Toxicity
Compound screening Visual screening, HTS

Target validation Disease models, Target identification, Target validation

Reference: Sun D, et al. Acta Pharm Sin B. 2022. 3049-3062.

—

2.ERPREER KD ER (2013~20154F)

a Reason for failure 2013-2015

B Commercial M Safety
M Efficacy B Strategy
B Operational

Reference: Harrison RK. Nat Rev Drug Discov. 2016. 817-818.
BRI
- BMETIILEPDTERE
- FREBMEE/ SHERENIEIET OIRE T

- KRMERDZLIBEIMELSMHETHD. MEROIEERKRER T FRABEICRFADHIIENEZIS5NS.
o« JFERAREHEDFRARBER LICE, LDEMODSENE - FREDSVWETIIOEANKRDHS5NS,




Background: BV =R BEINETINSBEOZTIE Y

1. FDARAMEE2.06%312 (2022.12) 3. NAMsODiERE
« .. o] id

The FDA Modernization Act 2.0 PR

Allows Animal Trials Alternatives @ N

The FDA Modernization Act 2.0, signed by President Biden, allows Cell-based assays

clinical trial leaders to use animal trial alternatives instead of P @ o -

traditional animal modeling for drug and biological development. - el
® § f J New Approach

Methodologies

2. FDA Roadmap Announcement (2025.4)
Ex vivo human tiss/uei !

FDA Announces Plan to Phase Out Animal Testing yvar7e

Requirement for Monoclonal Antibodies and Other Drugs % =
‘ il

The U.S. Food and Drug Administration is taking a groundbreaking step to
advance public health by replacing animal testing in the development of

monoclonal antibody therapies and other drugs with more effective, human- Source: Marin Biologic Laboratories, Transforming Preclinical Safety Testing: The FDA’s Roadmap to
Replacing Animal Studies with Human-Relevant Models and Technologies,
relevant methods. Available at: https://www.marinbio.com/

The new approach is designed to improve drug safety and accelerate the
evaluation process, while reducing animal experimentation, lowering BHMEERICIKFUERIEBARZ2EHERZNAMSICEZIRASLE

research and development (R&D) costs, and ultimately, drug prices. BisUEaiEfh0—- RIVIEERE,

. « SEPRIEOZE(LICED. BIRERABORENMRRNRRIREZERD, BROJISH2FFLBOTNS




Introduction: Microphysiological Systems (MPS) O

s v EEEHOBELERRORR  1015Y-5740
v T54IU—#i or BMikzER  MPSOER

D MPS Microphysiological Systems

Simple in vitro model
— SIVM —— «— CIVM complex in vitro model

Cell line Primary Co-CtTIture 3D on inserts Sphe?oids Organoids Organ Chip Tissuelslices Animal
Throughpu‘t ° ° ' i i Physiologi::al relevance®’

. wmes
Advantages Limitations Advantages

v E—EIROFHIR v ER3HMROHEEER v HiRERIDOHEE/EAZ il 6E

v IBBNES v FIRATE5H#aHNPRE v RAEEEHOIHE

v {EJAB v (REHFOHEEED S v ERORTIIIEE - SR ELVWIREDFI A

v EHDEEEZ IR

“Created with BioRender.com.”


https://biorender.com/

Survey: IEEICH T HERIRNR

. MPS 4ZEN (4 2 Q: [ERREBRDHDlibs
Q DfsE A FEER (S (OHDBEE)

No YES

CNS/BBB
total

19t

I.TA. -
1‘:"5:"; i \\‘\
\s = F

Liver

o

Kidney

é

Skin Immune system/Bone marrow

Gastro-intestinal

Heart




Survey: MPSICH(} 3 RREL R DHA (%)

Q: MPSERAICHITBIEEEL ? (18#th5EE) —— Q: MPSEARICGFEINSIAME ? (15#h5EZ)
< 3 Million JPY 3
Lack of resource 11
< 5 Million JPY 4

Short in validation data 10 < 10 Million JPY 7

< 50 Million JPY 1

Technical difficulty 10

0 2 4 6 8
Number of company

Q: MPSICHIFIBAN—JYME ? (18ith5EE)

Low throughput

1-12 well 3
No regulation
12 - 24 well 6
Uncertainty regulatory acceptance 2 24 - 48 well 5
I T . . 48 - 96 well 4
0 5 10 15
Number of company 0 > 4 6 8

Number of company



Survey: BENAT =TI —(CHATF I H1E (%)

Q: AcademialcHAfF93IL(E ? (19ith5EE) Q: Developer(cRAfFI3CLE ? (191tp5EE)

Application 16 Support system

including application 18

Scientific advise 13 Stable quality 10
Newtwork with global KOL 5 Many devise's type 5
0 5 10 15 20 0 5 10 15 20
Number of company Number of company
Q: AuthoritiesIcHAfFI3Ed ? (191th5EE)
performanizlg;nncdea?(; 12 g%(:i{."/tb'f FE’()\*’%@“%%E\ Eﬂ%%(:iqb
Caseltrend of 12 tﬂ'ﬂi_ h{**“t?ﬂgmﬁﬁlﬁtg§<*bt ‘I‘ao
regulatory submission
o 4 . MPSOLRICIE, EFEDBEMILE, B IS
RSZEDLEHICODIFENTVS,

6 5 1.0 1.5 2.0

Number of company
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i w Daiichi-Sankyo

1. MPSOEAKEHADDH BN E B3 IRER)
RO (53%) HMEFIZBRN GO,
TSIV (8/9%) HEETFIL (6/94D) TRIBENTLS.

2. EAREIVY—-ARRE. T—IRRE. HilitIN\— R
[WY—2RR] (114) | [REET—57RR ). [AliEgE ] (101) AEBREBOTUS,
JY—2ZRRET —HARRIMBEIAKIFL. BARIS TR BB EA TVBATREHN B RSN,

3. JAREAN—TY DI E R D
SFEIANI10005 T KRE (14/15%) .
o« HAFI2RIL-TYNI12~48DTIVH LT, (LEVDHEIRADERZEEL TVSTENRIEENTT,
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Aims & Issues in research with MPS b

Daiichi-Sankyo

MPSOBEENREREBEU CCNECIHMEcER RIS RESEIELD

@ Forward-translational approach
. Cornea [y . AMIRRII-ATER
! Oral Ocular toxicity o
e e— . . EEFREERBICENTOURIET
> Lymph node
I Immunogenicity (2 Reverse-translational approach
o _ . BRARRERTRHSNESHORE
. Liver & . BEOFH. T
Small intestine ° . - BUREREDRRE
Species differences N
A Skin y _,' p*=‘§_ “
Blood vessel s Skin toxicity b ST —HH R
s | EOTFMSETINADSE
e e UY—=2hw
HRO#AA T WS MPS DR/ 2% J=AnBE
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Basic information: Liver toxicity assessment

1. EEFEZE (drug-induced liver injury : DILI) OEF

Drug uptake (1) Mitochondrial impairment

(2) Inhibition of biliary efflux

(3) Lysosomal impairment
-y
(4) Reactive metabolites

* Chemical stress
: ‘<l * Oxidative stress

Metabolism = | * Protein modification

(5) Endoplasmic reticulum stress

(6) Immune system
* [nnate
* Adaptive
* Inflammation

Clearance

—

Diverse clinical
presentations of DILI

* Acute fatty liver with
lactic acidosis

* Acute hepatic necrosis

* Acute liver failure

* Acute viral hepatitis-like
liver injury

* Autoimmune-like hepatitis

* Bland cholestasis

* Cholestatic hepatitis

¢ Cirrhosis

* Immuno-allergic hepatitis

* Nodular regeneration

* Nonalcoholic fatty liver

* Sinusoidal obstruction
syndrome

¢ Vanishing bile duct
syndrome

Reference: Richard M, et al. Nature Reviews Drug Discovery 19: 131-148. 2019

v
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2. DILIOD> Fa L4560
Intrinsic DILI

pigICI):

HE&FIESD

EMMIETITHRHEND

AT FHIR

Idiosyncratic DILI (iDILI)

- FRIHHERVN

- AEEKFEHBRN
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Liver spheroids model

éLiver spheroids (InSphero 3D model)

Hepatocytes
Kupffer cells
Liver sinusoidal endothelial cells (LSEC)

ero

@;ph

Cited from Insphero (https://insphero.com/)

| Advantages Note
v A=Y REN
v OYMEZEDNEL
v REEEDLAEE (~2i86H)

v BETIVEIRSE

v @7t hakEE

U
Daiichi-Sankyo

Results of 152 compounds (provided by InSphero)

DiLIconcern C2C: Cytotoxicity to total plasma Cmax ratio
250 <0.0001
IC50
200 C= ATP
150- Crmax
Q
(6]

100

DILI Risk criteria: IC;,/Cmax < 176

507 » Safe and hepatotoxic drugs have statistically
0- significantly different C2C scores.
& * A score of 176 effectively classifies safe from
9\0 < g hepatotoxicity drugs in relation to their DILI
& NN concern class.

DiLIconcern class 152 orally administered drugs

vNo-DILI-concern
(Negative drugs - Specificity)

40/45 (88.9%) Specifi;itv (TNR)

1254 222% Sensitivity (TPR)

vLess-DILI-concern
(Positive drugs - Sensitivity)

vMost-DILI-concern
(Positive drugs - Sensitivity)

1
3853 (711.7%) Sensitivity (TPR)

Performance of a threshold value of 176 for C2C to classify drugs in relation to the
DiLIconcern class. Negative drugs: number of true negative/number of drugs (% of true
negative). Positive drugs: number of true positive/number of drugs (% of true positive)

Reference: Lola Fas, et al. Toxicological Sciences, 2025:79-87.
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Liver on a chip model

Results of 27 compounds (provided by Emulate)

Liver Chip (Emulate model)

Top channel

™ O olanzapine (No DILI) arg QO levofloxacin (No DILI)
@ Top channel £ 3
@ Matrigel Em L R 8 150
PSS a E 8 - o k]
®3) Hepatocytes T . ° ° o <5
@PDMS égmn —-—— = égmﬂ
® stellate cells T, * §
® Kupffer cells [ z
@ LSEC © ., @ clozapine (LessDILI) " .| @ trovafloxacin (MostDILI)

Bottom channel

Bottom channel

10 100
Multiplier of human C,,,

1 10 100
Multiplier of human C....,

Table 6 Sensitivity and specificity determination.

Model True positive True negative False positive  False negative Sensitivity (%) Specificity (%)
) ) ) ) ' Chip donor 1 17 5 0 5 77 [56.1-89.8%) 100
Cited from emulate site (https://emulatebio.com/liver-chip/) Chip donor 2 i 3 0 4 73 [47.5-89.0%] 100
Chip both donors 13 3 0 2 87 [61.5-96.0%] 100
Spheroid 9 3 0 10 47 [27.0-68.5%] 100
Advantages Note

v EFIGEVWETIV
v RIS AIHE
v ISTAND*¢UTER

*Innovative Science and Technology Approaches for New Drugs Pilot Program

v BE7YEAhaIhE
v’ ChipADBIENBE

Predictive performance as determined by considering free (unbound) drug concentrations and setting the threshold on the MOS-like values at 375 for chips and at 2250 for spheroids. 95% confidence

intervals are shown for the sensitivity values,

* Specificity (TNR) : 100%

* Sensitivity (TPR) : 77%
Reference: Ewart, L., et al. Commun Med, 2022:154.




% to control

Result:

Cytotoxicity of Compound X

200+
150+
1001

501

100

ICs0= 339 um
ATP@Day 3

107 112
ST P 99
* e g_
* %k %k

65
*

% to control

% k%

0

0

10 30 100 300 1000(nM)

200

150+

100

50

‘;;a"

ICs0=361 uMm

ATP@Day 3
131

129 _j:

L | 98 S
100 |(** k=]
A i S

* Q
* o7 8
ko R
%Kk
0
0 10 30 100 300 1000 (kM)

Compound X

- FS1ECKDERREBRD P IE
« HERD2DETINICELSFHET IS M2 RETERD K

Spheroids &

200"
ICs0o=190 pm
ATP@Day 7
150+
115 117
100 L ¥ °
k4 *¥ b
i ¢ ¢ * % % c
1001 * 83 S
* ’T 2
g X
50+ 3k %
23
QI’

6 1I0 3I0 160 360 (uM)
DILI Risk criteria: IC;,/Cmax < 176
Positive Ic./Cmax=138

200

150+

100

50

Organoids
ICs0= 188 um
WST@Day 3
100 —
i e
: 900 900 k% E
o
BN I, o
) i X
. 3k %k k
Q?
. ¥k k
| 13

0 10 30 100 300 1000 (M)

v
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Liver Chip b=k

200

IC50=57 um
ALB@Day 3
150+
100 85
1001 I T
50 % % %
2*9‘ * %k
y 14
0 20 100 500 (kM)

DILI Risk criteria: IC5,/Cmax < 50
Positive 1c,,/Cmax=36

¢ CIVMsDIESH2DEFINEDEHRVEEFEERUE
- FFRJx04 RBU'Liver ChipTIIIFHSHEVAVZIRHETEE:




% to control

Result:
Cytotoxicity of Dicrofenac

200

150+

=
o
b

50+

ATP@Day 3
IC50= 399 uM
111
100 llo a2 125
,T: * * LA
¢ ok ok
65
Land
Kk ok
12
0 10 30 100 300 1000

% to control

200"

1501

100+

50+

Diclofenac "—\’
- iDILI{EED
7 — - = Daiichi-Sankyo
o MERD2DEFIICELFFHMETIIHFSEZRBTERD DL
|
(32 Spheroids ¢} Organoids
ATP@Day 3 o ATP@Day 7 N ATP@Day 3
IC50= 414 um 200 IC50= 120 um 200- IC50= 294 uMm
124 114
¥ 150- 1%0 126 1501 199 w
S 124 K
1220 || g, ° 100 ! E
ofo E ‘—‘7‘ E 82
100 - T
3 S 1001 S 100: [
. 2 . 2
sk sk (<) Q *
Yy = ® 53
*” 50 ;;* 50 f
h
Sk * %k %k ¥ % %k % 5
o oLl | | | o1 o1 oLL. | | | | e
6 1'0 3'0 160 360 10'00 0 10 30 100 300 1000 (uMm) 0 10 30 100 300 1000

Diclofenac

DILI Risk positive criteria: IC;,/Cmax < 176

Positive 120/8.1 =15

« CIVMsDIF5h2DEFIINLDERVEE
« FAJIOARTIIAING)A RP2DEFINELDGIRBREISIEEED
FFAJI0C RTIIHFSHEUVAIZIRHTEE

4z=UT

sH5NTE




CYP3A4 / ATP

Result: o

Characterization of each model
CYP3A4 actlwty ALB productlon Gene expression
HepG2 Primary Spheroid  Organoid HepG2 Primary Spheroid Organoid HepG2 Primary Spheroid Organoid
200001 1501 CYP1A2 1 131
1 Rifampicin (-) 113 CYP2B6 1
1 Rifampicin (+) T . cYP2c8 1 790 79
. cvpcs 1
o 10 T cYP2€19 1
: = | CYP2D6 1 35 4 67
100001 Py . CYP2E1 1 YE 920 5
< . CYP3A5 1 115 134 14
4511 501 CYP3A7 1 42 39 0
>0001 . UGT1A1 1 30
- 5 UGT2B7 1 145 95 38
L g g oo s 75 . MDR1 1 1 0 0
T BTRT O T v e o e WECTET
HepG2 Primay Spheroid  Organoid
HepG2 Primary Spheroid Organoid BSEP 1 466 343

*Relative to HepG2

« HAIIOAREBEANE A REDEFVCYPIALIETE. ALBEEZRUE
« FAJ104REIS54V—HliaéEEEDEMNHEESE (DMEs) OELFRIRLANIDZRHENE




CYP3A4 / ATP

Result: O
Characterization of each model

CYP3A4 activity ALB production Gene expression

PN : . PN = S
:;’QH =) °§'&‘ Spheroids Organoids Liver Chip
CYP1A1 1.0 1.3 3.5 3.2
HepG2 Primary Spheroid  Organoid HepG2 Primary Spheroid Organoid CYP1A2 0.0 22 0.1
20000 150; cyP2a6 0.0 4.3 0.0
cyp2B6 0.0 1.8 3.6 1.2
1 Rifampicin (-) 113 cyp2acs 0.0 2.5 3.4 0.2
3 Rifampicin (+) T . cyp2co 0.0 4.3 1.5
15000+ % 81 cyp2cio9 0.0 2.3 2.9 1.1 2.6
12000 100- ’ T cyP2p6 0.2 30 X 10
SR a cyP2e1 0.0 2.6 3.3 0.0 4.5
. o cyP3a4 0.1 3.3 0.2
10000- : - O cyp3as 1.1 3.2
Q . cyp3a7 0.4 2.9 4.1 0.1 4.7
< . UGT1A1 0.0 4.0 4.5 Ol 69
4511 501 uGT2B7 0.6 3.4 3.4 1.9 4.4
5000+ SULT1A1 4.5 1.8 2.2 0.9 2.
7 GsTP1 0.0 3.8 3.7
5 MDR1 1.9 1.5 1.2 0.0 1.4
1110 1124 BSEP 0.0 0.4 2.4 0.4 2.5
oLl 3. ™ M 8. L L | | vre2 I SR 4.8 3400 1146
R() R(+) R()R(#)  R()RM#  R() R+ HepG2  Primay  Spheroid Organoid  ©ATP1B1 0.0 2.4 3.9 0.0 3.4
HepG2 Primar Spheroid Organoid NTCP 0.1 2.8 3.0 0.2 4.1
P y P g OAT2 0.8 2.3 0.1

All values in the table are presented as log,-transformed TPM values (log:[TPM + 1]

« HAIIOAREBEANE A REDEEVCYP3ALIETE. ALBEEZRUE
- FFAJ104 REULiver ChipldT' 54V —LREREDEMNAHHBRDBEGFRIRUANIIDBHESNT:




Summary: Liver CIVMs

Comp X IC50

Diclofenac IC50

Function
(CYP3A4, ALB)

Expression of
DMEs

Pros

339 um

399 um

Poor
(1,1)

Poor

IEEIES
~{EJA b

|.;p.\
361 um

414 Y

High

(1110, 113)

High

EENES
- FFHEED %3

190 MM

120 um

High

(1124, 81)

High

Wy § 7w i 1A
- {ESHRATIB R
- [FEEN B S

U
Daiichi-Sankyo

m Spheroids Liver Chip

188 um 57 um
294 um No data
Low No data
(8,5)
Low High
- tAATERT] - RIS EOIHE
-$SHMIRET *ﬁﬁﬁ - 18 ZAHH BT 5 A%
- IRIB{L 0 HE +ISTANDEU TERR

e SIVMsTIlILow riskIFELBB{ELEMICDOVWT, MPSTIHEREISIEEENRHTER
o FEEDIERELRIEMAHEBRBEOELCFRBELAILGRE, FEETITIHEHRHENE .,
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Basic information: Intestinal toxicity assessment >

BR1: YITRYVALDEHEWHIEES 'Iib‘mbbbht B=3: ENE{EEANG /1 ROBREIEHESNTVS

Toxicol In Vitro. 2020:104928

Compound Ym + - .
28 E ¢ . E 5 Tacrolimus* @ _;'g'é:_
’i‘gnﬁﬁﬁ (‘“\—) e ;f ; ......... .... ............... ® ..ir.n.i;;;;r;e.....
GI TOX 300 mg/kg g S e
St 3 ICcy/Crax < 30
Cmax 89 um 2 uM } o ! Diarrh:agenic Non-Diarll'heagenic

Fig. 3. Normalized IC5,/Cmax ratios for the response of the 31 drug reference

Res u ItS Of 3 1 com pO un d S setin the enteroid viability assay. Data represent the mean IC5,/Cmax ratio for

. = Y each of the 31 drugs in the reference set, which were classified as either diar-

%?{ 2 : 1E¥® Hiﬁ T‘ (iiﬁ{ b é %'I‘E E¥1 m b\ ;ﬁ b b\ rheagenic or non-diarrheagenic based on clinical diarrhea incidence from
S ecificit (TN R) o 9 1‘y Table 2. The IC5, values for each drug were determined by curve fitting as

O “ - H p y e (Y depicted in Fig. 2. The IC5,/Cmax values for each drug are provided in Table 2.

° 7 7 4 7 U — ’%m Hﬂ . iﬁ%b\ ;ﬁ e s The dotted line represents a cutoff of [C5,/Cmax < 30 to define ‘assay positives’

- Se ns |t|V|ty (TP R) . 8 9% in the enteroid viability assay. The asterisk (*) denotes drugs that were similarly

identified as either false positives or false negatives in the in vitro gut barrier

- Caco-2ifild : tMEEHIBCHEEENERD mode Pt e a1, 2019,
‘ Mouse ”)‘"‘ Monke\)

ENMCH T 3RLENRARIEPHESTICONT . 3 = .
JEEEERS — S HBvitro-vivoD TSR IR T B | o S Q iQ oy
TIR A% RUGADSHIEEAND A REfERLE & @




Result: O
Cytotoxicity of Compound Y

WST assay HE staining (monkey)

120 = . . i Single cell necrosis <Arrowheads>
—
100 & I . - + g‘,b) v
_ il T 1 == {4 sl&f"‘.’ g
23 - 1 ¢ ~
> O - X
%E 60+ ok # "&k A
S g . \ ,_"
3% il ~— oy
O 40+ Kk : 4
= T Control Comp. 1000 nM
T
204 *
LLIRLTRTTRLTRTIRIR  cs0 catculation murmrsmrriy
N N S N S N S &

& @ Y
& o & o & o ()
3 X NS N o N N2 N N2 X
F & & & & & & & & &S 1IC50
¥ ¥ ¢ ¢ ¢ E
(in vitro) 8,472 nm 963 nm
0 nM 1nM 10 nM 100 nM 1000 nM 10000 nM
Each column and bar represent the mean and standard deviation (n = 4). P < 0.001: Significantly different from GI tox Cmax 88 800 1 660
the concurrent vehicle control group (Dunnett's test). #P < 0.05 and ##P < 0.001: Significantly different between (|n ViVO) ’ nM ’ nM
mouse and monkey organoids in the same concentration (Student's t test with Bonferroni correction).

“BIWANG A REIDAANT )1 REDBIREENSEEEDRHESNE
AN A FeBWIZEHEIC KD, in vivoDSHEEZHIE TI 50 REED RIREN T




Result:
Transcriptome analysis and IHC

Microarray (@1000 nM)

0.0
0.0
0.0
0.0
6.6

3.4

0.0

0.0

3.9

0.0

-2.6

6.3
0.0
2.3
0.0
0.0

0.0

5.6

0.0

2.7

0.0

2.7

-3.0

0.0

-4.8

0.0

LGRS

AQP5

MMP7 ==

SERPINA1

Reg3g
Defa23
ZG16
MUC2
Clca3b
Sl
ANPEP
ALDOB
MAOA
SLC26A3
VIL1
FABP2
Slc2a2

Apoc2

I Stem cell

IPaneth cell

G o b I et Ce I I LGRS5: leucine-rich repeat-containing G-

protein coupled receptor 5

AQP5: aquaporin 5

MMP-7: matrix metallopeptidase 7

Reg3g: regenerating family member 3

gamma

Defa23: defensin, alpha 23

ZG16: zymogen granule protein 16

MUC2: mucin 2

Clca3b: chloride channel accessory 3B

Sl: sucrase-isomaltase

ANPEP: alanyl aminopeptidase, membrane

ALDOB: aldolase, fructose-bisphosphate B

MAOA: monoamine oxidase A

E nte ro cyte SLC26A3: solute carrier family 26 member 3
VIL1: villin 1

FABP2: fatty acid binding protein 2

Slc2a2: solute carrier family 2 member 2

Apoc2: apolipoprotein C2

Expression of cell type-specific marker genes that were
altered in mouse or monkey intestinal organoids exposed
to Compound Y at 1000 nM are shown in the Heatmap.
The value in each column represents the fold change
relative to that in the concurrent control group.

e IHC (MMP-7)

Control

Comp. 1000 nM

Monkey

v

Daiichi-Sankyo

« YILHIEEAIN T /A RTREMAERT /R — MNiaD
N—h—-EEFOFRRETHRHSNT
« IHCOFERISMMP7 IS B DR B RSN

N — MR AR D CEE R EZ21BoT
WBZEDS, (EEMYDHILES MR ) (R— Mk
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Future strategy of MPS

Goal :

ég@ (f\)

N 3D Culture Transwell

2D Culture Microfiuidic C

MODEL-OMICS DATA

» Context of use independent
» Critical for our understanding of how cues

and throughput

High dimensional data or functional assays
characterizing human cells across model systems

provided in vitro fundamentally drive cell biology
(Simpliﬁes the choice between model complexity

BEURET V2R, 3

hips

e

¥

ENABLES MODEL SELECTION

Ref. Kimberly A Homan, et al., 2024

Bt DecisionZHi¥B3L5(CTD

/ CONTEXT OF USE (COU) ASSAYS \

Qualifying models for a particular use by quantifying
their ability to predict known clinical outcomes

» Context of use dependent: purpose is predefined
(e.g. drug cytotoxicity, disposition across a
barrier, etc.); experimental conditions are fixed
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