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Discovery of Mycobacterium tuberculosis Daeun Lee, Eunbi Lee, Sein Jang, Kyungmin Kim, Euni Journal of Medicinal
Rv3364c-Derived Small Molecules as Cho, Seok-Jun Mun, Wooic Son, Hye-In Jeon, Hyo Chemistry

1 Potential Therapeutic Agents to Target Keun Kim, Young Jin Jeong, Yuno Lee, Ji Eun Oh, Hye 2022, 65, 386-408

SNXO for Sepsis Hyun Yoo, Youngbok Lee, Sun-Joon Min*, and
Chul-Su Yang*

Discovery of a dual-action small molecule Min Hee Park, Kang Ho Park, Byung Jo Choi, Wan Hui PNAS

that improves neuropathological features Han, Hee Ji Yoon, Hye Yoon Jung, Jihoon Leed, 2022, 179(3),

9 of Alzheimer’s disease mice Im-Sook Song, Dong Yu Lim, Min-Koo Choi*, Yang-Ha 2115082119

Lee, Cheol-Min Park, Ming Wang, Jihoon Jo, Hee-Jin
Kim*, Seung Hyun Kim*, Edward H. Schuchman, Hee
Kyung Jin and Jae-sung Bae

Discovery of substituted indole derivatives Je-Heon Lee, Subin Kim, Mi Sun Jin,Yong-Chul Kim* DRUG DEVELOP-

3 as allosteric inhibitors of mM6A-RNA MENT RESEARCH
methyltransferase, METTL3-14 complex 2022, 83, 783-799
Synthesis and Structure—Activity Relation- Jinsu Bae, Yeo-Ok Kim, Xuehao Han, Myung-Ha Molecules

4 ship Studies of Benzimidazole-4,7-di- Yoon, Woong-Mo Kim* and Yong-Chul Kim* 2022, 27,1377
one-Based P2X3 Receptor Antagonists as
Novel Anti-Nociceptive Agents
Development of in vitro three-dimensional Kyoung Jin Choi, Joon Ho Lee, Sung Bum Park, Journal of Pharmaco-

5 drug screening system for obesity-related Yoon-Ju Na, Won Hoon Jung, Hyuk Lee*, Ki Young logical Sciences
metabolic syndrome Kim* 2022, 148(4), 377-386
Identification and New Indication of Gyutae Lim, Ka Young You, Jeong Hyun Lee, Moon International Journal
Melanin-Concentrating Hormone Receptor Kook Jeon, Byung Ho Lee, Jae Yong Ryu* and of Molecular Sciences

¢  1(MCHR1) Antagonist Derived from Kwang-Seok Oh* 2022, 23(7), 3807
Machine Learning and Transcrip-
tome-Based Drug Repositioning Approach-
es
Discovery and synthesis of 1,2,4-oxadiazole =~ Sangwoo Nam, Hyo Gyeong Na, Eun Hye Oh, Eunhye Archives of Pharma-

7 derivatives as novel inhibitors of Zika, Jung, Yeon Hee Lee, Eun Ju Jeong, Yu-Da Ou, Bin cal Research
dengue, Japanese encephalitis, and Zhou, Sunjoo Ahn, Jin Soo Shin, Soo Bong Han* & 2022, 45,280-293
classical swine fever virus infections Yun Young Go*

Celastrol suppresses the growth of Na Hui Kim, Minji Kwon, Jiwoo Jung, Hyo Byeong Acta Pharmacologica

8 vestibular schwannoma in mice by Chae, Jiwoo Lee, Yeo-Jun Yoon, In Seok Moon, Ho K. Sinica

12

promoting the degradation of B-catenin

Lee, Wan Namkung, Konstantina M. Stankovic, Se A.
Lee, Jong Dae Lee* & Sin-Aye Park*

2022, 43,2993-3001
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9 Discovery of harmalanium halides as Yunha Choi, Sang Hee Ji, Vineet Patil, Eun Hye Kim, Bulletin of the Korean
anti-ovarian cancer agents Hoyeong Park, Seong Hwan Kim*, Pilho Kim* Chemical Society
2022, 43(4), 559-563
Eltrombopag as an Allosteric Inhibitor of Je-Heon Lee, Namjeong Choi, Subin Kim, Mi Sun Jin*,  Pharmaceuticals
10 the METTL3-14 Complex Affecting the Haihong Shen* and Yong-Chul Kim* 2022, 15(4), 440
m6A Methylation of RNA in Acute Myeloid
Leukemia Cells
Discovery and characterization of a potent Heeji Jo, Eun Jung Bae, Narasaem Lee, Jae Won European Journal of
11 activator of the BKCa channel that relives Kwon, Suhan Cho, Sung Joon Kim, Jin Hee Ahn, Pharmacology
overactive bladder syndrome in rats Chul-Seung Park* 2022, 927, 175055
BayeshERG: a robust, reliable and interpret- Hyunho Kim, Minsu Park, Ingoo Lee, Hojung Nam* Briefings
12 able deep learning model for predicting in Bioinformatics
hERG channel blockers 2022, 23(4), bbac211
Novel Thioxothiazolo[3,4-a]quinazo- Eun Jung Bae, Heeji Jo, Seong Soon Kim, Dae-Seop ACS Medicinal
13 lin-5(4H)-one Derivatives as BKCa Channel Shin, Jung Yoon Yang, Myung Ae Bae, Pyeonghwa Chemistry Letters
Activators for Urinary Incontinence Jeong, Chul-Seung Park*, and Jin Hee Ahn* 2022, 13, 1052-1061
AIMP2-DX2 provides therapeutic interface Dae Gyu Kim, Yongseok Choi, Yuno Lee, Semi Lim, Nature
to control KRAS-driven tumorigenesis Jiwon Kong, JaeHa Song, Younah Roh, Dipesh S. Communications
Harmalkar, Kwanshik Lee, Ja-il Goo, Hye Young Cho, 2022, 73: 2572
14 Ameeq Ul Mushtag, Jihye Lee, Song Hwa Park,
Doyeun Kim, Byung Soh Min, Kang Young Leg, Young
Ho Jeon, Sunkyung Lee, Kyeong Lee* & Sunghoon
Kim*
Al-based prediction of new binding site and Koon Mook Kang, Ingoo Lee, Hojung Nam*, European Journal of
15 virtual screening for the discovery of novel Yong-Chul Kim* Medicinal Chemistry
P2X3 receptor antagonists 2022, 240, 114556
16  CDIExerts Anti-Tumor Effects by Blocking Woo Dae Jang, Mi Young Lee, Jihye Mun, Gyutae Lim  Biomedicines
the FoxM1-DNA Interaction and Kwang-Seok Oh* 2022, 10, 1671
Discovery of GSK3 Inhibitors through In Yuno Lee, Sae-Bom Yoon, Hyowon Hong, Hyun Molecules
17 Silico Prediction-and-Experiment Cycling Young Kim, Daeyoung Jung, Byoung-San Moon, 2022, 27(12), 3825
Strategy, and Biological Evaluation Woo-Kyu Park, Sunkyung Lee, Hyukjin Kwon,
Jihyeong Park, Heeyeong Cho*
Combining structure-based pharmacoph- Tanuj Sharma, Venu Venkatarame Gowda Saralam- International Journal of
1g ore modeling and machine learning for the ma, Duk Chul Lee, Mohammad Azhar Imran, Jaehyuk  Biological Macromole-
identification of novel BTK inhibitors Choi, Mohammad Hassan Baig*, Jae-June Dong* cules

2022, 222,239-250

13



No =23 XXt e
Anti-biofilm effects of sinomenine against Su-Jin Yum, Hee Gon Jeong* & Seung Min Kim* Food Science and
19 Staphylococcus aureus Biotechnology
2022, 32(1), 83-90
DCLK1 promotes colorectal cancer Jee-Heun Kim, So-Yeon Park, So-El Jeon, Jang-Hyun Theranostics
oo  Stemness and aggressiveness via the Choi, Choong-Jae Lee, Tae-Young Jang, Hyeon-Ji 2022, 12(12):
XRCC5/COX2 axis Yun, Yuno Lee, Pilho Kim, Sang Hee Cho, Ji Shin Lee, 5258-5271
Jeong-Seok Nam*
1,3-Dibenzyl-5-Fluorouracil Prevents Hyoeun Jeon, Jungeun Yu, Jung Me Hwang, Immune Network
21 Ovariectomy-Induced Bone Loss by Hye-Won Park, Jiyeon Yu, Zee-Won Lee, Taesoo Kim, 2022, 22(5): €43
Suppressing Osteoclast Differentiation and Jaerang Rho*
Pharmacological inhibition of AIMP2 Jeong-YongShin, BinaLee, Sangwoo Ham, Ji Hun Biomedicine & Pharma-
29 aggregation attenuates a-synuclein Kim, Hyojung Kim, Heejeong Kim, Min Gi Jo, Hye cotherapy
aggregation and toxicity in Parkinson’s Jung Kim, Sang Won Park, Hee-Seok Kweon, Yong 2022, 156, 113908
disease Jun Kim, Seung Pil Yun, Yunjong Lee*
A simple protein histidine kinase activity Donghee Lee, Yunmi Lee, SonHye Shin, SuMin Choi, Bioorganic Chemistry
23 assay for high-throughput inhibitor ShinHyeon Lee, Seonghun Jeong, Soojin Jang*, 2022, 130, 106232
screening Jung-Min Kee*
PredMS: a random forest model for Jae Yong Ryu*, Jeong Hyun Lee, Byung Ho Leg, Jin Bioinformatics
o4  predicting metabolic Sook Song, Sunjoo Ahn and Kwang-Seok Oh* 2022, 38(2),
stability of drug candidates in human liver 364-368
microsomes
Identification of a Target Site for Covalent Hyeong Jun Kim, Hoyoung Jung, Soyeon Kim, Jeong ACS Medicinal
o5 Inhibition of Protein Phosphohistidine Kon Seo* and Jung-Min Kee* Chemistry Letters

14

Phosphatase 1

2022, 13,1911-1915
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* ADME / PK
Absorption (%)
Distribution (£%)
Metabolism (CHAF
Excretion (HiA)
PK: Pharmacokinetics (A2 SEl<t)
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O| Hoj|M = dSet A+, E5| MATHEE EMM S 2|5t X 7| THA0f| A R E| 0| R0{X|:= in vitro ADME A 70| CHSH A ATHE S Xt
STt MeF7HE THEO|AM in vivo animal PK =2 human clinical PK Atz = &1 2 skA| =[2X| 2t 0|2F A, in vitro ADME
AtZE MU SEH(ADME)E 2taHH, 7|MX O Z ofslistn 88O ZM, in vitro to in vivo extrapolation (IVIVE)2 Ed S8 %
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H5tHLE AOLESH Mofie M2FS A|2l6h=0| i@ /&t Xtz 7t EICt,
£3,in vitro ADME X2 E 0| 8¢t 22 7|t JefofE/of=st 0| 52 Soll UNLIN LYY S 2|25t L IR 2 2H0|
1 ADIESH A7HE, LAY +3 TS SEHSOZM HI2 AlZH B2 £2 HEot MATHE go-no go 2JA Z2Ho=
HEY o ULt FALL], T Y SHO| oSSt 2t ofL|2t W= =0 Y 22 =4 =2 Y 32, 0|30 ther AN
Y == Mof T TA| T YS HhE = A7 WZ0ICh EB 28 Rl TX 52 HE MZEU °of29| 0|15 % 52
ALY = Y= 0|1 ZYE U CHAIE S| ML SEHOY| CHEE in vitro ADME Rt2= thed| o2 SEfe] R4S HojA, 7ie Sl
SHo s S28 WY 2 QT AFEHE 7|ofe 2 U (AR 1 HZE)

t2kA, in vitro ADME Xtz = 27| B AHO0I A 2] CH& S ZOl| CH3l 2F 00| 224 22, ZEM I 8! QIZIR TR el Atz & A EF
+EH 2ol ME SS 0|8t MM Rk, Bl ZT! FSCHAL & St 23 0|29] 7|2 KR, A=HSHE AT E
NDA Xt=

=0 =
DokE Ok OfL|2} 2Hele|= FR CHAMAM|o] Ciiet 2 9ISt in vitro ADME £4 H7t
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Z, in vitro ADME X[ St = GLP SHAIEXME IND HZES 2T B4 Ats S E 2lo YTl MY S52 YMHOZ f35H=
DHE HEfo AT JHY BPH 2 OFL|CE 0| OFF 7| THAO| M FE] LATHE]| O|Z27|7HX] M| Af7HE THA| aPEof| A s
SHo| dFe #H EME FY Y 0B, STUE MEZRE SEH 7| HNOE g M0 &8 75t Adsst EMS o5
St10, LIOF7kA = QAL FHEE CEAO M = L AAE A|ZE 0|83 CHAK| ¢ 7, AS R TAH| A7, oot UAE| = FSSHE AAH0|| CHst
7|8 ARE 23t AEIH A (reverse translational research)S EZsH= EMEN, J|MX 2T HIE OIRE = MA| 7He
THAO| A CHt O| Rt SO 2 A7t S EICE (O3 2)
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%, Hedl ZE SR M S22 LHE 2= S Al7|0| 2= in vitro ADME 717} =3k = 2 L =22 £ e,
= 4SS S0 TSt 20f| w2t 288Xt St Atz 2| S of whaf, Cheket At A LIE, 2 A7 [7F 22
4 AoH, oty Ml A 20 E B CHS 0|0fX| = e 54 3 UES Jufj 2 YEHHM SAH5t0{0F 5h= H27H XX
SE E7X| 2 LHES E Olotist, FA| WL 2bgofl w2t 2 2l LSt in vitro ADME S 71 E st

oA S S LY U IND Z2 NDAKIZEZE HEY = UACE S0t =22t 037t e Zio|Ct
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In vitro Metabolism/Transport

- Metabolite profile & ID
- Transport characteristics

- Human PK prediction

Hit,
Hit toLead
Lead
Optimize

Preclinical

Permeability Metabolic stability
- PAMPA/Caco-2/MDCK - Plasma, microsomes,

DDI (Metabolism/Transport)
- Reaction phenotyping,

Clinical phase Individualized Precision Dosing

- Metabolite profile/ID from clinical - Pharmacogenotype
samples + MIPD with IVIVE

- Mechanistic reverse translation
<in vitro ADME

- Companion Dx

Clinical

Postmarketing

Phase O study
- Microdosing study

hepatocyte inhibition & induction (Exploratory IND)
- Human, Monkey, Dog, Rat, - Pharmacogenetics+DDI
Mouse - In vivo prediction

Preformulation
- Solubility/Lipophilicity

Bioanalysis

- Validated analytical
method development

]
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ADME translational Studies/PGx

- Model informed dosing

IVIVE and labeling

H2|0|M Z-2E|= in vitro ADME 7| £2] 6|
0f| 0|27 |7X] in vitro ADME 7 |£0| 2 E! 4 /22 M|AIE.

9| QAo M of U &forSetof Chet = A== &8 =X, TetM
ol A= 8l -, K= 2ot 0|9 AtaliA] BIX7| AlofrHE
82715 Boll, k=R JHelzt xto] Z42f @4 5l 0|59
XXl b= Y 2 24T e oA2|SHH labelingnt 22 E
WTHE ot My A== & E = QUCE o2 T 22 LA
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SOl w2 CASHA| MEHE| 1, EESH 24| X Q1 A B (time point, test

d g & a2 =SE(of,
S)20I8¢e A7 IEA] QP X2 HIAY WY A 2t 5=
O &l 7™ S| S A0| SSolshiet o=
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MR 8oty

d7I=/7I1/E

Permeability Test
/ Absorption

Drug Absorption

Brain Distribution

Hepatic Excretion

Renal Excretion

Caco-2 permeability test, PAMPA

BMEC permeability test, BUI (Brain Uptake Index) in rat

Cryopreserved hepatocyte uptake, Sandwich cultured hepatocyte, 3D cultured h-
epatocyte

Renal Transporter overexpressed MDCK cells, accumulation into kidney cell slices,
etc

Protein binding
/ Distribution

Plasma protein binding

Blood cell partition

Rapid Equilibrium Dialysis (plasma, albumin, AAG), Ultracentrifugation

Invitroand ex vivo blood cell partition

Drug metabolism
study

Metabolic stability

Reaction phenotyping
/metabolism kinetics

Metabolite profile
andID

Inhibitory interaction

Induction interaction

Pharmacongenomics

chemical stability, plasma/blood stability, metabolic stability (plasma/blood, micr-
osomes, S9 fraction, hepatocyte etc)

disappearance of parent compound, formation of metabolites, recombinant enz-
ymes, microsomes, hepatocytes, S9/cytosol, phase |/ Il enzymes, extrahepatic m-
etabolism: intestine, renal etc. Km, Vmax Clint etc

metabolite ID and profiling metabolic pathway (proposed) microsomes, S9, hepa-
tocytes, species comparison etc, Human samples from clinical trials, hot and cold
compounds

inhibition, time-dependent inhibition; phase | /1l enzymes, microsomes, S9, rec-
ombinant enzymes; ICso, Ki Kinact, €tc, screening for the inhibitory interaction in vitro
with probe substrate or known inhibitors

phase | /1l enzymes, cryopreserved hepatocytes; mRNA, specific enzyme activity,
screening for the potential inducer, drug induction interaction in vitro with probe
substrate or known inducers

in vitro metabolism, wild vs. mutant CYPs, UGTs, Gene-drug interaction

Drug transport
study

Reaction phenotyping
/substrate potential

Inhibitory interaction

Induction interaction

Pharmacogenomics

ABC (P-gp, BCRP. MRPs, BSEP etc ) and SCL (OATPs, OCTs, OATs, MATE etc)transpor-
ters, overexpressed cell line, accumulation study, selective inhibitors, transwell cul-
ture, vesicles, ATPase, cold/hot ligand transporter kinetic study: Km, Vmax, Clinc etc

Caco-2 cells, ABC and SCL transporters overexpressed cells, transient transfection
cells; ICso, K, screening for the potential, druginteraction in vitro with probe substra-
te or known inhibitors

ABC and SLC expression, reporter gene assay, cryopreserved hepatocytes, mRNA,
screening for the potential inducer, drug induction interaction in vitro with probe s-
ubstrate or known inducers

Wild and mutant transporter-expressed stable or transient transfection cells, Xen-
opus oocyte expression, MDR, BCRR,. MRP, OATP, OCT, etc

Preclinical
/Clinical samples

% 9| LIS S 8 ALE MEHe| Holo| 2t F2 Bo| e HEE 7|$S FYOE Rt
HEELREEY

Al

Oi< Ciefet 7|=S0| &Y

20

x| R0l T

Metabolism, PGx, drug
interaction etc

X=0O

[#1] In vitro ADME &

plasma. urine, feces, from clinical trials etc; metabolite ID and profiling, metabolic p-
athway (proposed), hot and cold compounds; Pharmacogenotype of study sub-
jects, or genetic biomarker discovery in relation to clinical phenotype or outcome
etc

HOZ, UL BE BEO|US 2 US
9! 241 20 B ChAL 94 A3 7|4 U B 7|9I 2of



et cHAlo| M 2t St SS4E Atz el 7[d *. SYHo= Hdt

M Xt 012{%t in vitro ADME A&le| Al2l, Z3t siA Sof| 0f St Xt=7t EICt
HIA SEALES S, A5 U MK K82, WA S2I&lA HEX| A/FEE S 0|88 mass balance =2 %E, =2 quantita-
tive whole body autoradiography, bile duct cannulation A|g& St &= HiA 5! enterohepatic recirculation E7t,
metabolite ID, Bt= F£040]| (2 CHAH SO HH Z2 ML) X, AS LS EE, MY A, S S8 ZH|M | oSSt Hat E01I
Chst X12 52 SS4S Sl =67 =M, 0|= in vitro ADME Xt22t B SO 2 JHd 2E9| IND % NDAS
R 2 H4H =2 EM0i| cit ofsit HHst D ZupAQl AM JH 9 MA|Q| ZAH KRR EEE 4 UCH

o 0
0 >~ X
rir
=
oo
0z
J

ﬂHIZIJ
n

b

letAle oM SEElE EE U = SO QM AIZ2RE Al theh S22 ALY of2 SE Xt2E &Y &
UASH, EEot kS oHH ofSHISOf| FeF2 0| K= CHfet & X 2ol M kSt Mol S of| =stn 25| e &K 21K|0f| A2
okE 3L CHARAI2] QM| SEHE 2Lt FeotA| 2tEet 4= QUA| ElCt
Ct

SO UHE2 UM EHE FRinvitroADME 24 7|& 5 L5 SF0i| A 2 A7 LIS ZHTHS| Q2 ATlSt Ao Z o M
82 = ERIF 2&F 7|2 F2 MESHL T S S2 fF =2 250 JA2L|, H6HK O3St F St1, O]
W2 RAISIXL SHRZ S O[8HSHAZ| BEEICY.

H

2.1. Caco-2 cells 3t (Permeability)

Caco-2 cells (Human colon carcinoma cell line) 2 0| 2510 Al SZ2| MZEL ENt ENS TWItSHY| 2[t AHO =, QHHlsry
435 (Bidirectional transport activity; transport activity on basal to apical and apical to basal direction)2 Z&3st1
M|Zak &3} H|2>(Papp, Apparent permeability coefficient) & At&EICE & 2 A U= FALHZE S (0, mannitol; low cellu-
lar permeability, propranolol; high cellular permeability)ofl CHHA] SA|0ff 23t AH A2 HE MM EXtEE H|W
Ioret 4 UL oHH, PAMPAE 0|88t permeability W7H= Pre-Coated PAMPA Plate System°| QIZXHLEZ 0|8 WE
AlZhol| Bf Eatd S A3E|d & = U= WHOZ, XTI A32|d 2 9I0f FIH5H0] et 4~ QAT

= =T M o =1 T To=2T M

2.2, el HSE 2 M(Protein binding assay)

217t 31 582 &(human, dog, rat, mouse S) YA Al S| Y& CHEHZATES WIS AEO0ICh Rapid Equilibrium
Dialysis (RED) =2 ultracentrifugation &'HE 0|8 = ACH, ZEEE(fb%) = HIZYEE(fu%) B=E EFSIH, Zot=
X, &, 10 CHiAS EMNS JHX| D U= 2E{X e tHZEE (0, metoprolol, propranolol, warfarin S)2| Z2tet H|w L7t
HIAISh= Zd0| HEZFRSICE H Q0| w2t Y2k 0|2 0to| I 24, %] 8l Hol Soi| Cisi M Z2eES Hote 4 ULk

2.3. g% oPdM(Plasma stability)

217t 8! 52 Z(human, dog, rat. mouse S) EE 0| A A|Zt0f| (2 A|H SR OtH M S
LYIt5h= AEOICE In vitro EE OFYM A[H2 37 °COIM QIZHEE B2 RO AIY S22 E= . procaine, enalapril,
propantheline, bisacodyl S)2 £0{5t0] ZA|HOZ(0|, 0, 5,10, 30, 60, 120 min) 22 A|& 22 9| 5 HIE £H6I0], EX
AlZtofl ot Q= M= (% remaining) 3! 24 B1ZE7|(half-life, t12) S AHESHO] QP A S TItSHCL

AN HEE SHOI0] A BT B NS
x|
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2.4, 010|324 9P4M(Microsomal stability)

01zt 8l 52 ZF(human, dog, rat, mouse 5)2| pooled liver microsomesS 0|23t0{ A|Ztof| 2 AR EZ 2| Ot0| I 24 CHAL
ol oot A MEE HHSI0 e SR 2| 00| =& CHAL FE S HW7I5h= A= OILY. In vitro liver microsome 2HE M A|&l2
AYEE E=TH

(0ll, dextromethorphan, imipramine )& NADPH 2t 871 37 °ColA ZAIE2Z(0], 0, 10, 30,60 % 120
X

, TESHE 2EQ % 55(% remaining), 24 B1Z7| (half-life, ti2), X LHQIA HAE(intrinsic clearance,

2.5. ZtM|Z 2t M (Hepatocyte stability)

JA )
o

3! S2(human, mouse, rat, dog)2| d& 7tM|Z(hepatocyte)S O|235t0] Al 2EQ| 1, 24 CHAt Sof| ofst AME
SHO4, Al SEQ| ZHMIZ0f| 2fTt CHAL HE M S HIISH= MEolct WE HEE ZINES i = =
ydroxycoumarin, 7-ethoxycoumarin S)2 Hilof| £0{ = ZA|FH2Z(0d|, 0, 10, 30, 60 X 1

9| % THE 2K(% remaining), 24! Bt27|(half-life, t12), X HAE(clearance, Clin)S 2 AESIY O M S HItslCt

= 0

WD N % re

I}

2.6. CHARY] =202l 51 EH(Metabolite profiling & identification)

CHA oFS 40| HOo{X|= EH0f| CHo A= O] 2| CHAKIE S& st 2lsty| @l AL E, QIA| ZH OFO| I 2 & (Human liver micro-

somes) EE= ZHMIZE (hepatocytes)E 0| 85t0] A= & 2| CHALH| MM profile 3! CHAFM| 2=& LC-MS/MS % LC-TOF/MSE

0|85t EMst= A E +&stH| EIct. 2 Z(0ll, rat, mouse, dog, monkey)2| OIO|TZ & = ZEHZAME A[HEE Q)

CHARM] MM profileg ZA T Z0)=, QA0 A 2| CHAMY| T2t T XHO|E A H|m TILer 4= QICt SHEE[= CHARK|

SHE2 0|0]| 2H0{Sh= CHAF TAL| 7| EM 201, CHAMA| *H-&lof| CHot &S EHE ¢ S B2 CHAL 2t 712 SRt HEE M3
o

UL,

i
ol
i)
i
Rl
HU

SHH, in vitro DIO[ A 2% 3 ZHMIE AT SOl 715104, 18 ALAR0| S=2E 2, X2 RE RHF e
O[3l A, QIAI0IM W2 =2 CHAMKI SO CHEE CHAMY| Z2mAa 8l SYS Y =38 = A2H, 0| 2
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2.7. CHAF S 2454 7|12 M TIHReaction phenotyping for metabolism/Transport)

2.7.1 AN 2E A HILE E3H oAb 24 712 "WIHReaction phenotyping using substrate depletion method)
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0|= FDA XI&MOIA ®AISHE =8 CYP enzyme (Ofl, CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A4/5)
ze UG T enzyme0i| CHoto] 2tztol oIz QAR =% CHAIE £ (recombinant metabolizing enzymes)S O|83t0] AlH
29| &4 HE(% remaining, half-life (t2))E Bt =, 0|22E AH Y2 2E sie ChAlz A0 2 A2THAL TtsHE
EfMsl= HHO R, 7|FES UEY 22 A SHO0| sie CYP450 =2 UGT isoform CHAFEAS| 7|H 7tsM0| A= Ao =
Fgg A= Od?li MEEE LEIHE g2 T R 7| JdotSet 0|53 92 PBPK 22 input Atz2 - 2EE £
ALk

e
Rl
=

=
0x
H
o
=2
o
2
el;
rr

CHAH 240t 0|9 CHAL 22 % E42 #Esh= AH+olCt.

HAFAH| &S 01830 dli CHAMA| ‘H-dof x| =&

—*.'R Ol A S CHALA] ‘8o Of 2 5! M= E HIISH= B

AHHE o]t CHAIZ MM AX| =S IS0,

12X 9| thAls X H=(% activity)S AMESHALE EH EHWHI Mof| 2ofste SEAE I CHst oFF
El M0l M= CHAFE MM 2 0f| CHoHA CHAFS S LIEHHE Km 3 Vimax, Cline S AHEE = UM, THZES T

10l M = enzyme kinetics AT E S8t 24 20t 2HAE Km, Vimax, 0] 2| ClineS 2| T2ZHHIE £ AHESHH EF
& (fn)2 AT 2 QUL}

ofo |:,§_5 =2 EM =g Ch L
7L}, =22 EH CYP450 22 UGT
SO| Bto| AI2EICE OFO| 32 S A B ZHIME EX- &

Alg

H > oA
ot
k>
on
fjo o
o
ol
St
x
rx
jul

o X
M

oot
[BN
wa
N
0
19
Mo
s
>
=

I-> P

1o
r> |’|'|
J:"é
JH

A
n
Al
=

7l

_R oot o°I* u

0[2/0]| =, HiHo| Exut H|8 SO E AN Ho| AL E|X|= 4X|T St&X Ao DM o= & A2 U= 010|122
2 CHAL 2ES A (microsomal reaction incubation system)d|A] £ CHAtZ A0f| 2|3 X|E CHAFZ 2 (0l CYP2D6 - dextrometh
-orphan 0-demethylation)2| EH EHAW% MM & (formation rate)2t Al 2| £H CHAL CHAHE M4 £ E0to] Abpt

=
A A3 (correlation study), 2 OFO|IZ &S 0| 8% CHAL BHSO|A] ST =400 CHet S CHAF =400 Chst SA| (o, CYP3A4

of =
antibody)E 0|&8%t £ 49| At M| = P’IU}““’* J2|31 CthAs &4 =2 HXSE 24Tt A= #HO| 8l opdid RH™E
7tEI QUM OHO| A2 &S ol 8¢t Aled T SH| UAMY Md HotE ZHA=M Hotots 7|2d A+ S iR Cheet 2o
7tssith 7|24 Aol Tt & O Fetet 2HE MA| Stk %* BRI ASE LE = S0M 2|4 274 0| LEHS ALE3HA
E4S Yt ot 20| 2Lt HHEE/SICY.

2.7.3. 2243H 7|12 M "Ik (Reaction phenotyping for being a substrate of drug transporters)

EYN ok24aN 7|28 o8 E Hotota, 7|2 40| &QlEl AR0|= 0[2] &4E 4 SEl(transport kinetics)E
2 MZ LHoAM MZER|Z2 50 7ts3h= ABC HHZE 4=3H|(efflux transporter, P-gp, BCRP, MRP2, BSEP &) %!
MZLHE £83H= SLC &4 +3H(uptake transporter, OATPlBl/lB3/ZBl OCT1/2, OAT1/3, MATE1/2K)E THH AlZ]

& EH0| M|Z LHE uptake EE= ME 2| £ effluxEls SEE FH6I0 7|28 S HIIotL) 7|2 Mo Hot= 242t
Z| = Efflux ratio (Pappstoa /Pappatos) EE= uptake ratio (transportervs control) 2 H7t5t1, Km, VmaxS kinetic parameter

2.8. AL A H| 24 SEHE WIHDrug Metabolism inhibition)

2.8.1. 7t X kLA X 4 EHE TWIH(Reversible inhibition of drug metabolism)
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A 2E ML 4S CHA AN A S X Tt M E HItste AR R, ZHOI0| 3R &S 08310 £H CYP450 & 4 (isozyme, O],
CYP1A2,CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1, 12| 11CYP3A4)0| 2|5t X| H k= CHAL A Z(probe
metabolic pathway, i, CYP1A2 catalyzed phenacetin O-deethylation)ofl CHS{ A CHAF 2K HEE ZHSICE AL =
CYA50 X UGT X| & ASCHAHE 2= £ 10 20l M gelet 4= UL,

=
o
0
A
10

ru 000 mo p
rr

CHAF OIN| S EMM IoH= o|0| & X E|0f Q= 971K| CYP450 S84 U 671K UGT SaA SOf| ChohA szt 7| =
SA| £0f F(cassette dosing) SPAHO| ZHAsHE 2 =2 A1 SHof wal, 22t JiE chel g4 7|3 "2 242}
A7 Z0f| CHAFZ O M| H =8 Wotshs WHS 22 ALE e 4= QOH, CHAL AR M= ICso 2 AHE I CHAF 2IH| 50|
AR, 227 20| mjet iy 2R FSMSEHE HE U T5 ASEE of 2of| chst AlZ2HN It Sl IVIVES 2I3tKi
-value Zt(0|= FDA AEAMSEIE It X &M &X) S

=g ot AEE
full enzyme inhibition study 3! microsomal protein binding study S F7t2 %

2 o

X R

[

rir

2.8.2. N|ZH-2| =X oFF A} AH| A4S A2 HIHTime-dependent inhibition)

FEOiA 24 A 50| U= SR CioiM =, =712 X 7| T 0| HIZFE X ofF CHA 2H| 7| Hof| 2|gt ZARAKXIE HISHAX Stz
ASo[Ct o= Al S22 010|324 BHEH|0l M NADPH R E|ALE FHE|X| @42 =710l A 30& pre-incubation ¢t 22
ARt K| b2 ZRO| thAL AN 2uHE ZHEQZM, A[ZH-2|EX TAL X 20t E4S HISHA| EICh B2 32, CYP450
CHAF =24 S0f| CHei A O| RO{X|H, AXHH 2 2 |Cso shiftS 4HESH O|2{et E48 HIIStD, BHY ICso shiftato] 1.5 fold 04 21
Z20l=, FDA X[E M0l HMA| El HEt ZH0] R2-value &t=E I8l full inhibition study € St Ki / kinact 2tZF 3! microsomal
binding assayS ¥ StA| EICL.

2.9. A2SM A ASZHE WIHDrug Transporter inhibition)
2.9.1 7}9H kE24-SM| 45 A8 TWIH(Reversible drug transporter inhibition)

oFZ 9| ML SEHO| FBk2 & 2 U= T UE efflux transporters (G, P-gp, BCRP, MRP2, BSEP) &! 2F2 S4 & H|(uptake

transporters, OATP1B1/1B3/2B1, OCT1/2, OAT1/3, MATE1/2K)E H&3 AlZl MEFE 0|83t0] A EZ0| 0|5 5|

Mol 0X|= Faks "WotetCh Al 20| RHEX| 2 AR 452 7|E2E 5k o EHQI % activity AIRE2EE ICsoS

Aot H L s HEXMQI x| SZatH|wE 4 ULt B, 5K AX|s0| H|n A 2 20|, FItE full transporter
o

| =
inhibition studyE st11 Ki gt S &S =

2.9.2 N|ZH-o| =X 244 2 X T2t W7HTime-dependent inhibition of transporters)

X|2, FDA 2020\ X MoilM HAIE HEeH 20| A& 2E0| OATP +=&H(0ll, OATP1B1/1B3)0l| CHst 2ot AX| &atrt £
ES B0, Al 2| AZ-o|EH AR|mate| FI1HQI Yot Aot UL AFZE| 1Cs0 5=(E= A Xl 5
Z)ollA 60272t pre-incubationt no pre-incubation ZZ10{|A OATP1B1/1B32| & &d Xl M= E FH5t1 ICso shiftS
LHESICE
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2.10. 4SCHAMES U 84 R 4= A
(Induction study for drug metabolizing enzymes/transporters)

Z+Zt CHE NS XH3E 0] Aol A ZZEl cryopreserved human hepatocyteE seeding £ 37 °C, CO2 incubator0f| A B sHH
M M|IZ QHERLIL E 0|2, AlE 2R S S8 2 LIEHHX| @bz 2|10 SZ7HK| Ch s HI0 A 48A12H K| 2, £ oFF CiAlEA
(od, CYP1A2, CYP2B6, CYP3A4/5 =2 7} CYP2C8, CYP2C9, CYP2C19, UGT1A1, UGT1A4, UGT1A9, UGT2B7 5)2t 21A| 2t
2o =2 = 44K4|(0f, MDR1, BCRP, MRP2, BSEP, OATP1B1, OCT15)2| mRNA &4 M2 ZHSI Al 229 R 52
Tt 2= ALE olm, mRNA 20| A|e 22 sk S|EX Q= F716ta, 8Tt £ E vehicle control =01 H|3{A| 2tH 0|4
7VStALY, &Y TR CHE AFSCHAMR = S22l mRNA 23 CiH| 20% 0|4 B7te 32, A=A R 7H5 80| US A2
Chet 4= QUCL O] 227t Y, £h ot 7H2| donor ZHMI O M B AHE|EELE in vitro CHAL R = SR 2 DE{g £ UM, &= in vivo
A0 R 7hs Mol CeiAM ke Ze 7t ATE mRNA 23 ZF0]| 71510, CHEX QI SH~8X|of| of$t TR Lé CHE
CYP450 CHAF 240 CHSHAM =, CHAS S| REE ET HWIte 4 UM, o|uf CYP1A2, CYP2B6 % CYP3A42| CHE 7|& S 9
o

=
F0| 2, 0|5 240 ofet thAlE M2 = Y=E HIIE + ULt

rH o

f

0|2|, CHE nuclear receptor 2! PXR, CAR, AhR 52| luciferase promotor assay S2 Sdll = 2ol Zx2do| EHM E5| X 7|
Ct E29 SAl A2 SO0 28 = UL 0F23, Al SH0| Ro{E dEs=9| 2h &, T S =2 0|88Af CiAL 3

£4H0 S| YWH QESS in vivodll M TWote &2 QICt

2.11. 0] 2| in vitro ADME ¢t uHHo| of| A

WY =2 EM =2 L0 et oflet 20| CH¥et in vitro ADME H7LE F7IM O 2 &8 4~ IOMH, o212t 20| 7ts% A H

1) A& 2R9| in vitro FEQFSH A
(In vitro ADME for the involvement of pharmacogenetic effect on the test substrate)

- OFY S HHO| ™AL Y oFSCHA S =& K| E 0|8t in vitro ADME &+
(In vitro ADME for wild vs. mutant enzymes and transporters)
[EXHO| 7|50 LN U= CHEXN ASCHAtE A (0], CYP2D6*10, CYP2C19*3) S =&H|(0ll, SCLO1B1*15) MM AlH
SH| AdEA X 559 Het W E Hot 2FPHMoEE= Y S22 in vitro ADME 49| #Hat M E FEFA H|w,
0|25 E{ PBPK model informed PK 0% S0i| 28 Jt55tH, &= & 7 Taf 28 52 A4l 10l in vitro ADME
AZZEE IVIVEE Eol| HEEI X122 labeling 2 ¢ ot NDAXIE S CHYSHA & & 7ts

- In vitro gene-drug interaction &+

EHO| & OpAHS ZHZ Bt FF LA A Bl =44 M| ZE (transient transfection, or stable cell line)ol|A ASASEIE AL E L3l
SIOZA, HO| ASRTY Gl ASASEIRo| Mo 2K mtof st CAt 9 £459| HEIE HAHOZ Wotsty, 0|2
NE2RE i oS E440| Haot 52 0|5t HOt XSt HIt 2 Jabeling HEE SHEY 4= A S ADEDH Y
Nt AlE 2l TIso| 28 JHs(IVIVE). 7|Z9| S E in vitro ADME BEZEE izt SXlo| FEQMstroz Jee ure
tsME FEY 4 UCH, 0| 2201 0|23 H| U4 W AMATL LM S JHY Mkl HHFE 2~ US.



2) Multiple Drug interaction potential Z7}

271%] O|M| o Z2 Q= of20| o3t MEAS| ChEt HEH BIE S0| R AL, 47| HAIE AT WHo| cist o1
Moz It Its

3) Blood to plasma ratio ™7}

"oz

HJBE

3 7to| ool 2

[y [ |

4) Non-CYP-mediated enzyme ™7}(reaction phenotyping)

FMO, SULT, NAT, CES, AO/XO S 7| &M m 7}

oF=0f| ofet m| 2, 7t = SAE A1 20| S o A= 23 UAK| 88 7HsdE Gotot7| fleh ¢y E._*“—.’é' Z2DNA
2t Gl e

— o |
reduced glutathioneS 0|8%t -S4 CHAIZ GSH)
20 AS.

6) Human hepatocyte sandwich culture/3 dimensional culture

Human hepatocyteZ 2D (sandwich culture) o
(tight junction, canalicular membrane #4)&
disposition = "7}, Zt=4 A S0l CHASHA|

3D collagen culture condition2 2 H{F5H04, ZEILH ZHM| 2t RAFSH 1
M stz A" 29| in vitro biliary excretion BE=E £7, overall hepatic

SIR=El A L AlS
4l My

or
[

7) Xenopus oocyte transporter expression system

oF2 £44|9| 7| &M 8! AFSASEE TII0f Xenopus Oocyte &dd A|AEIS 0|28 4 AS. wild & mutant gene cRNA
EUSIAHM 7|2A G AISEIR I S0|| E 2 Jts ot

2.12. MEsHH FM|H|2Q] in vitro ADME ¢t

Peptide HXl= XMEXt 2tetE0l| 72| =80 in vitro ADME 23S #8e £ JOH, antibody-drug conjugate (ADC)2]
FR0ll= 22 MEX b= Y Ao B2 YIS =, M 2K S =0l thisi M= ¢ 2= in vitro ADME & &S ~A#oHH EICH

S| oFF, T EO|oFE ,HIEXIEHI.W’FJX} X|=H| S 7|Et WE2SHH MIM|Q| B, in vitro ADME 22 0§ M[SHHO|Ct CHQ]
AP = ASYSHE Yot SOIM A= D JCH, dE B2 +EHZ2 in vitro AH, 75, down regulation 7t S0 =1
o

guidance, DDI assessment for therapeutic proteins guidance for industry, August 2020)
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Cytokines (0ll, peginterferon) £2 cytokine levelE S7tA|7 = EE 2| YECHAIE A L8129 down regulation, cytokine level
S U2A7 1= SZ(0l, TNF HHIA) 2l CYP 2ed B7t SOME M F2| A7t Jts stet

3.wsY

2|2 9120 Mlopie 220l 271HO 2 SCheln, oIME B2 012 FDAS 22 FHIIZOIA Lot 8718 S8t Z8S0|

AS = =61, TS| ZLHOIM in vitro ADMEO| et H2d0t HS 7t 252 U< MetHol2ta e 4= Tt 53], o]
o d =] |

= jr—
ZEO| HMSHHQl M HIX| 7|0l A= of={¢t Atz 2o et LHR AE2 =&, 0|= FDA Sat2
=29 in vitro ADME S41} 0|Z 0|8¢t 7|TA AL SE 2F 27 Al Sofl thsli =X sl Z0i of2izS
BRI} Lt 2l5HE AT AMRo|Ct

LE0ME o|0] =2l H|Yd A7 /i CROE SdllM oie HHS +Ast 1 sligdst= Atz E 7HA[ 2 AX| 2L Ofof| TSt 2t ol 4
O[L} ojofl Chet 280z HAL[X| Rot= HRE AW, = HHHEQ 249 jn vitro ADME Xtz TE A0 A, 7 22| ADME
E4s SHHo= 4 = QUL 2= A2l WY T 22 3lY 22| S8 1efE off oixl| HA0| M= 20| of Xk= 7t
L LRI 30l e ZHE 0|0| =Lt A= R S ULt Ol in vitro ADME HTLE OFX| routine SHA| =&{5HOF 5h=

Ho= &R 0|3H5f , CROOIM E|AE &= Y S50 CHoiA IH7|X|

GLP =4 *I?:WEJ IND file up= 2lstiA 7—!’* e

"'_9.

AENOI| M in vitro ADME ¥t =3 252 HEsHA| 6K
‘EJE XHE Xf--oﬂ [[fEf *f?ﬂﬁ.QE °‘|—_r1 IS O|Z|TO R M UL HhASE & %!% ZAOZ AtZEICE

In vitro ADME 7= INDE {3l 24H = 2tE5t= Y Zatol F|§Ho| ofL(zl e SH | St 7HE B, 22|12 SHof
kA 3 Ae LHEt Al2lo] Ch2A| {E|ojop & BRIt UACL oS S, AL HEd *'3.:101“\1 g =2 9I EHMOH I3._ i’é'ol

7Ho| 2HEE|X| gb=t, Oloi CH3H M E = A0 7| = -d BWIHE St7ALL CHAL o
MY ME E11, ofof 2} O CHS CHARM| 7 =2 CHAL| 2to{st= § Y2 = e %Uif _'El_n_, ole 7|1EMS °*71I |
5| MXHvictim) 2 A1 7t XHperpetrator) ! CHE CHAL XK =2 R EH|2te| A A2 THSH0f| th$hin vitro AS A SRS

o
S

ﬂ

=
=3
125k, 0] 2 A Al2l2 Hxt St Atz el SR W2, thad| 428 7Hsd S BAMSHE ARIX| =22 ICso, Ki 2t
tEHIE] MES SOHM IVIVES Sdll et oSSt ot S o F5t 1AL 5= QUK =
H2AES 0 E517| 2t PBPK ZRZS SslM 22tAIH CiAlo] labeling0ll 22
=Hof waf, e Al=lo] 43| Haf & 5 A= AOICE LIO7tM = £7]in vivo S %S
E|

r.?l rlo

-

b B |

ADME Ztzet Mz SSHOZ I SH | ofFst SHS J|HMQZ 0f¢lfdt=0| =20| &

2 SUNoZ A SEO 22 AN Y MefetHof| 2 28E 4~ QUCH

sOtotL|et, siE Y SR M3F, 2R S2t 7 THA|O]| 2t 2B in vitro ADME St HHe| 5! A3 ot=0| @M &9, 3
AT LHE SO| CHASHA MAIE 4 JULE Ol E =W, L|0f| M 2 E26H= SEO|2tH, | ZEO 20| ofF B X ot ZHHEl HE E £Zl6H|
2|5t BBBOJ|A] 2k=29| E1tet B E|= brain microvascular endothelial cell (BMEC) A|AEIS| ETtE AS 2FZ9| effluxO|
Hofst= 54 712M Sof st 77t 2 Ao 28, FAECH ASSUA L XXO 20| ofF BXE Hi= ¢ 2t
CHot 7| O|SHE Soll b Crrot UAN A=A o AE= | ZE O 29| oliT SX 0|S0| et MH Xt=0f Y7 &8
Zio|Ct Tt T SZE0| 2 =2 SM CHAIE S MMSICHH, 0|F2| ML 220 cist 7|MH A7 £ HA o|R0{ Mo &
Zio|Ct.

ZEMIZOI M 327t CHAReHE Ol Ciet 1, O CHAMK| S2| @, LIo7hM = =29 B st 7|7, tiAMKIS 2| 20| Hid
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7|H, 22 dAL{of| EXH Sh= CHAFE 2| LBiAo] 20| Shi= 7|TS A+ 67| fleh CHAF 3 &K 7|2, 52 LIOt7LAM 0|52
ASHSHE FL HTHZH SO0l in vitro ADME FEIH EHLE L QOH, 0|0f LSt SBHX 0|31 E SdiM ef= Yot JHE EHA|oM
cold 22 hot ligandE 0| 8%t IH| CHAL A7 52 0| 52| 2, Hi Mol &S O|K|= LM Z2(0ll, CHAF X 84| A S A= %
g, 71ele] FERTY, 27|15 Y M7IS Foll) Soil thsii M Tt 5t7| 9I8t LA™ AHIH HA| 22 0|S |42} 5t PBPK
modeling S 0|8t 22 7|Ht Mopyer S 7 FH2F 5L 0| S 2| Aol SX Sl 7 LI E EA|, 2ot sl 1t 28 Soil Z 57|

t2kA, in vitro ADME 2L T3] IND 22 NDA file upE ¢ o
LQt | 2X Ol =Q CHARK| S2| H|LH SEHQL ZH2510] 7HOI SHRHH 2 CHFSH QI AP AFStol| A OFS /oF2d st SIS MEHSt D

=]

rot
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e
1
>
oot
mjo
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oor
ot
rr
s
=
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il

0

olZt7| 23t X2 $7J0| HYOR ofefS WRIE QLK Ol2{3H Foi| A, LAKLI ADME HT: 0|20l gt S| of2{7}x| o4,
of21st S40f tr2tA] Tt HENS] in vitro ADME 917 TZfo] et lo] ST Eate] e HEHHSS,

rz
> m

A -

X
o
OF2, 2157t 3! A&7 M2k S)of et 22|10 Juf T LA = HI A S Aol M2 0|+ s A st =
HZS 2Iet +HOZ: HEE = AL R 0= MATNY AZIRE{ WL S= AKX, T 20| JHLALRL O] S =3
|

e o
nr e ro 4
Ho

f

of

n
X
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iy
=l
rot
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x
my
k=]
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MO
Ot
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HM
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NI
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rd
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o
o

oF 7kX| O 25t d2 A2, €7 in vitro ADMES| A A0l CH3[A, 2R 2Z|Ate] FL, Tl g HEdoflM 3 o Jh
A2 25171 S JotALE 22 SHH o= SE0IM TiAL 7 | 2E BIt S, A 22 & | = A0 M 5 e mRNA2| 7H+5
HIE B2l SXo =2 E0{M Q7%= FRS0| At QUL o|2{et W22, D H|E0| &l7|Hoz Z0| S & 8IS =Tt OfL|2t,
HelS SHllM S E = FEE S Hefot oA oFEd BWoL, S0il [hHE CHAL 27|22l Xtolof| Chet Bt S i SR 9| oFS St
E4S 20t ot miefd 4 gitt= H 0]2/0l %, tiAts =2 &5 kinetic parameter {53 0|8¢t 22 7| 7| Moy
HZS SctHYd 8 A7 Bl A, 22X /Y M=o 2ot Az E M2 2H25HK| ZotA| & + ULt 7+sotE,
Z2 FH ol HeE Yot ot H AL 2 M Hntut oo StALE O HieH el FHEOf O[sH2 28l 0| 7HE IH-Fol|A{2|
LMSH= HlZEXQ HHEX A4S £|A0ksh= 20| HiE2le Z10|Ct

OO = =Ll Mo, S5 A2 oPHE MK 7|y =2 A4 SO in vitro ADME A7t 2t &S| == LIES ot
RF ZRSI0] M a7l M g T RO FIHE = AT N 2 AS MAISHRX St

- CHRERC| Mot 7|el A, sl 7IY LHR 0l in vitro ADMEE E8 S8 A+ /e ME7}L Z0| M2 5Lt Oj<
HMEHHO|H, w2t o[2{st 7HE M2bS X2 52 =] ME CRO S0l Li80f| chet S22 & 910 OHX| GLP =4 Al
7

[ S |
olz|5tR0| e 22[ot= BRI LR U= A 2L

- QIET7| 2ol A N QAZ[Al0fl Y S| S-S F OloHSt1 0]of 0] OfiH HFZ, 0= A7]0f, =& SHE F HE|3H A
+¥sh= et x|Alo] ®ighMel ZLIt M| gict 7kt Y SR it SEot HES S3lAM ME7H =2 CRO 7|¥at
HEHE SES| A A 2ES E BRI UL, A0 281 olE B0 HEY X 52| 0|22 72| 7|Ye| Xl Mu[A
oj7|X| Ao [m2f +8El= FRE XX @t ojuf, O|2FE| =RE|= Zufo| siM, &g Wetol| Cist ojsiet Tzto|
HgtHo[0| A, Xtz Z-E0| I3 MIetH 0| ALt O'd B 25HA| £ = BRI MX| g2 A= FFEr

* In vitro ADME Atz= 22 2f5st A= =2[0M GLP w7t 27E= A2 OfLICh SHX|2, St=oM= LA =0f|A
+¥stE ZE HFE GCLP 7|2 215 22 ofof| IHE #AIE R7etch A LHEoILt SHo| w2t 2MHe| Etdd HE
(validation)O| 2 R35}X| 242 Z L7t HE2QI], [wh2tM o7HW 5H= Z 0], 24 GLP S8t Z2 H Xtz XM HES
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d X, 7|5 @17 #2l0|Lt 81A10] ZRHin vitro ADME P7E EMHT S LH2 3202 GLP
HE LE Fo| JIRN $Bol O 6ot I WURCk A, Fufel FHS B AR00 SIS Ol in
ADME & =

vitro ADME H10f| CHSHM = QUM A2 E 0|83tz ZE AT E HrHshM Q15{7t X 7HIE TEsHAH M8 A, Ert B2
Atzet YH +HE EY o| EYE Olldt=s AANUO| JIFEIALE =7t M BYE Sg= E 7Hs540|

re |4 bt © o

N X2 in vitro ADME HT C|XI2I 5! 0]2] £+340f| & Of #AS J1xof & Z{0|Ct. 0| Eof|, A7 Zute| ZZHQl 7| M N
siet MebiesS S EXMOE f3sY| 2fct JiE MeE H| 4 ! AMAIE CIXIel Soj 0| £ HtAEsto] 2= IND % NDA S0l
8ISt HEE Y £+ UL E HAL| 00 Y BRIt ULt 3|, 2|2 PBPK ZE/AIZ2|0|M Xt2 = = labelingoi|
ATHO| AMAIY =2 AUMAE Q0| HIZ HEE £ QJ0D 2, of7|0f| ZR3Hin vitro ADME A2 E St 6}7| 9| M2k T
o 2t MEJHES| =2l SdliA BRst X2 E MMsICtH &M o 28X QI 7)WL Mefo| & &~ S 20|t In vitro ADME
T= At AEE 0|2 28 wots & n{siA M2 HRJt =2 ¢ 2ofol2tn & 4= ot

- O|2{et HollM, O] 20F HME7 Z0| ZESHX| 42 212 MoPHE 7|H2 EF SE 7HE 2| OFF £7| THAIRE 7HE T THA[of
ZX A, B2B HEHZ Xt I AT 7Y A A|FS A SHLte| UnitkiE 20| A7 &8l L= T2fo| =20] € = AS
oz AR EICE

4 HOXE(YLE iE D XE)

- Guidance for Industry: Drug interaction studies-Study design, data analysis, and implications for dosing and labe-
ling recommendations. FDA, CDER, February 2012.

- In vitro Metabolism- and Transporter-mediated Drug-Drug interaction studies, Guidance for Industry. FDA, CDER,
October 2017.

- In vitro Drug Interaction studies-Cytochrome P450 Enzyme- and Transporter-Mediated Drug Interactions, Guid-
ance for Industry. FDA, CDER, January 2020.

- AE YD AEET S EA| 7[R 710| =21, Al F el E et E I, 2015.12

- ADHESH QA1 HEES I3t HIAPADME 17 AHIA 70, GO ATIH|E
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SM7tsst EE

- C|O|Ef & A|2Fe| S= Al HIEA| HO[E{2| 1|7] S siE USBE EH{SRA{OF LT,

Fragment 2t0|E2{2|
Kinase 2}0|E21{2]
PPI 2t0|E2{2|
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31



oo StetE 8 B8t

29| E-mail. chembank@krictre.kr Tel.042-860-7190 Web. www.chembank.org S&HI0|E{Z2HE. korea.chembank.org

EF2 3 Agduby o
FE4E
A7 ZUE &0l =5¢
slEE g8
MY stetE 2
UM ASE Y REH BY
FEYE RB
ofgAldZ 21
L3 sietE MH SEMETM Y B 2
slEE MEE 1
-PlgtE2 FHCE MSYLCL
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Plate 52 Plate 7H%: = o1 / Z2471% 4 [HIK /Chstm / A7
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Library KCB

ShetE A 730K Library

7|2 MISEF:5uL
(DMSO 8%, HF5= 5 mM)
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UM3IEE Library

slgtE s+ 3200

- 2to|E2{2| 7o
QUL | -1 & B Bt E 2 S0l
ot=(Clinically applied compounds)

Fragment Library

-SlEtE 4 1,600

- 2to[Ez{2| o
2X12F3000(5} 2tet= 2to|=Ea1 2],
Rule of 3filtering (20 mM in DMSO)

PPI Library

-sigtE 4 17000
- 2foj=z{2| 1Y
32| vendorz £E ME F05teHE

PharmacCore Collection

CBES eEe
- 2to|Ha{2| o
9_*417-1 cC HX}E 2| HHHS

25t A QX OHES M 3132

CHE Library
-gfEE s 7000
- 2foj=zq2|
x| steE S thEsh= 2to|Eai2],

= 3 EXH S (UPLC-MS),
Eyefi flterlng

MAHE Library

-SpElE e 1,600
- 2jo|izia| 74
ClelN e HolS 3 HolS QALE

(Natural product-like) #Z=2| steta

Kinase Library

-seta s 2,700
- 2lo|=z{2| M
Kinase active site0f] Z2&! 7H5-40|

E2ORES EAEAY WY

(Docking) 2 ML 74

GPCR Library

-SFEE e 8600
- 2fo|=z{2| 4
82| vendorZ £E{ ME F0KztetE
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Tst: 042-860-7190 / WA : 042-860-7096 / E-mail : chembank@krict.re.kr

HER 0| s} E-mail
AH A UK} (o] P! 042-860-7148 leesk@krict.re.kr
el ey o3+ 042-860-7016 leehk@krict.re.kr
Steta st [ 2R HE olgs 042-860-7453 yunoleel@krict.re kr
erelps =R N deL = ZeHA 042-860-7093 nccho@krict.re kr
CHeleds / HE e g3 042-860-7190 chembank@krict.re.kr
Iyt PR 042-860-7171 swkim@krict.re.kr
sierE e Hzzl 042-860-7149 hjkwon89@krict.re.kr
ClolE / otehE e et o|ga| 042-860-7092 yurilee@krict.re.kr
ClolE / otetE e 2| gl 042-860-7014 smkang@krict.re.kr
LC/MS 24 O|=¢d 042-860-7747 suyoun@krict.re.kr
LC/MS &4 FARSXC] 042-860-7070 rlatngml@krict.re.kr
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