Y O—/\fE 125mg

E28 (EP1—2):CTD OBE (¥<Y—)
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S-217622 2.4 FERRIR OBLEREAR
BERUVABEEE—EX
s 75 HERH H AGE
3CL 3C-like (BCHH)
A234S alanine-to-serine at amino acid position | N K225 234 FRHDOT 7 =0k
234 U T
ACE2 angiotensin-converting enzyme 2 TUUET v B ARESR 2

AUCo.24 (48) hr

area under the plasma concentration-time
curve from time 0 to 24 (48) hours post-

dose

REfE 0 P54 24 (48) WEfElE T
15 R B — PR (] bR T T A

area under the concentration-time curve

Bl LGRS © F To M

AUCos over the dosing interval Hh R B —IRE FR] R T A
BA bioavailability INAFT XA T T 4
BCRP breast cancer resistance protein FLOS AV & 2 X7
BLQ below the lower limit of quantification TE BT R A
Ctn plasma concentration at 48 hours after TS 75 B 48 I 00 ML g e
first administration
CCso concent.ra.tion achieving  50%  of SO
cytotoxicity
CETP cholesteryl ester transfer protein I VAT YV IVZ AT NEIES X
CM chylomicron Al rua
Cinax maximum plasma concentration e A R B
COVID-19 coronavirus disease 2019 B o w0 A L A RYYE
CYP cytochrome P450 >~ 7 1 L P450
asparatic acid-to-glycine at amino acid | N Rl 5 48 F H DT A/37 &
pasG position 48 DT N E R
D.Bil direct bilirubin EHEE D LE Y

ECs0 (90,99, 99.9) 0% (90%’ I, 99.9%) effective 50% (90%, 99%, 99.9%) A Wi
concentration

F204L phenylalanine-to-leucine at amino acid | N K75 294 FHDO T = =/L7T F
position 294 —rnaA T E R

GISAID Global Initiative on Sharing All | (1 ¥ 7 A= FROGFHM a4
Influenza Data IV ADESIER DT — H ~_—R)

GLP Good Laboratory Practice (B 0 ﬁ BB 5 I HIR R

D FEfifi D FEHE)
46y histidine-to-tyrosine at amino acid | N K¥ifl]75 246 FHDOE AF )

position 246

Fua Nl E




S-217622 2.4 FEERIR BT AT
s 75 JERH H AGE

hAEC human airway epithelial cells b NI A~ U =K SRR

HDL high density lipoprotein EHLEY R T

hERG human ether-a-go-go related gene t b ether-a-go-go BAHEIA T

LBil indirect bilirubin e v

ICso 50% inhibitory concentration 50%H %

LR7F leucine-to-phenylalanine at amino acid | N RIafll2~5 87 FH Dw A > 37 =
position 87 =T T =B

LOMS liquid chromatography with mass Wi T N5 T BRI
spectrometry

LDL low density lipoprotein REEE Y AR & X

M49L methionine-to-leucine at amino acid | N Rl "5 49 FEH DA F A= m
position 49 A U ITERR

MUASOMIL) mixture of no substation and methionine- | (N Rumfll2>6 49 FH D A 7‘ F=rD
to-leucine at amino acid position 49 MEEHLE o1 O U ~DOEBOIRE)

MATE multidrug and toxin extrusion (& T A o [H A ik IK)

nsp5 non-structural protein 5 CGEfEE & /375 5)

OAT organic anion transporter AT =H 2 8T UV AR—H—

OATP organic anion transporting BT =A 8T U AR—F—RY~
polypeptide 7F K

OCT organic cation transporter DT A 8T U AR—H—

P35S proline-to-serine at amino acid position | N Ruffll726 52 & HO7 1w ) 3k Y
52 T E R

PA-ECa protein-adjusted ECan o (50% [90%] A Zhike & % i & > 73

{FAE R CTHIIE U7 IR M)

PD pharmacodynamics )5

PDE phosphodiesterase RARY AT T —F

P-gp P-glycoprotein PHEZ NI E

PK pharmacokinetics S EE

S144A jzr;ne-to-alamne at amino acid position A4E | D U L RT T = i

SARS.CoV severe | acute respiratory syndrome e AP L B R 1 T 7 LA
coronavirus

1081 threonine-to-isoleucine at amino acid | N ARImfll726 198 FHH D kLA =173
position 198 A VuaA T UlER

T.Bil total bilirubin ey ey
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s 75 HERH H AGE
TCIDso 50% tissue culture infectious dose 50%rELf AR el gL i
— total time above the target plasma | BAE & #8 % 5 MAEHIRIE 2 MERs 9~ D I
concentration ]
TK toxicokinetics i A A
VLDL very low density lipoprotein AR E Y AR & X
vOC variants of concern =V ARAY LYV
VOI variants of interest HEH AR
VUM variants under monitoring BEAEL T D28 FLRER
WHO World Health Organization i SRR R




S-217622 2.4 FERGR OWEFEEAR

2.4 JEER PR ER D L 4E 5T
2.4.1 FEERPREAERET EI ML RS

2019 4% 12 A, g AR EWAEE RE T IO CRIR AR O ik 2358 » T TR A L
TWD Z RS SN, EFREDORKRK, ZOMRPFHOacF ANV ZADBEIIZL T
FIELTWVD Z ERMEIR I, TORKT AV 2D EEDMEFFRSRIEGERTED A L X
(SARS-CoV) -2 & fin4h &417= [1]. SARS-CoV-2 I%, HJEAVERFILEHEMRE a0 7 A LR LA
RIS, ZONGERRIENZSH DAL 7 Z 2RI W, BT H 5 Mg A O MRS f 2 R8T 5
T VT v ISR 2 (ACE2) ([CHFRANICHI AT D Z L T, M~ L2 AT 5. ACE2
VX SRR Rk, FfiRE R RRRE, /N O R BRI ITRBL L TWD (1, 2]

FE72, SARS-CoV-2 X RNA U A /VADT=HERNEZ 007 <, T 28 BRI R OR bR E
(WHO) 12XV, BESNLEEKE (VOC), 1EHTREZEK (VOI), W FOLEEK (VUM)
WA EE ST D [3]. 2022 4 1 HEEAUT, VOC IZHRE SN TW D EBERIL, 7V 7 7 #E,
N—HRR, Ho~kR, TAZREORATI 7 a3 e 0, A7 87 U BRIT2021 411 H 26 HIZ
VOC IZHI T ITHRE ST [4]. AFICHB N T, A7 v RIS K 2B IER B EA TR Y,

SUCKIR A LA LERH 5.

S-217622 7~ VERILAE ALY, MRS Ko TR S Lo fiTil = v o A L A&
YLiE (COVID-19) 13 TdH 5. SARS-CoV-2 BIEFIZa— RENLIBEEX NV ED T utk
VT RO AN AERICVNETH D 3C-like BCL) YT T —FEEET LI LITLY
SARS-CoV-2 D% [HET 5.

FERRIRERER X 7 — V1L ICH M3(R2) A K7 A &2B[E L TER L. FEERRREBRIZIX
PR (~ 7 R) KOEMFE (7> b, UHFROPL) (IO 28 % A
2. B M TR ONAEmIT MR CHWEZ v FUTY L, HDHWIZEDOH T
RN HER SN TED, mﬁmﬁﬂ) o OEFECRHMET S 2 LAY Th B &OHIb L.
F72, invivo RERO B GRBEILER T ER 5K Th 2R D5 CHEME L7z,

SN HEER & L C, in vitro 77l CTlE, SARS-CoV-2 3CL 7’17 7 —BiEMEIC x4 2 LERD
3, SARS-CoV-2 JEYLHIRRIZ BT 2L A L A0 5, B F RO~ 7 Mg DL SARS-CoV-2 {E
OB, S217622 7 ~ MBI EITHT 2 S VEAR TR Bl K OMEUESZ Mgk o KA P
ZREtL7Z. ~ 7 AZ MWz in vivo fHETIX, S-217622 7~ Vil il & YL E % TR Y
4R I LTZBRDHL Y A NV AR 23l L 7e. F 72, S-217622 7 ~ /Ui i i 4 Jik e 241K
MBI G LIBRD~ U ADREZE N, AFEREOVAEFM A MR L, S-217622 7~ Lk dgh

Pl K D Y~ 7 A D RETE i) 200 5 A B L 7=

BIRASEERBR & LC, FHEZRE, A4 F v RV EONKT v AR—Z— %9 5 EE
M, b MIMETEMIE L O 2 b SRR Bk SRR b ~ O MfaEEEAE N X b=
v RU TR D mtEERIC OV TR L 7.

LA L LT, BN a 7 Ny 7 ) —RBRCTh D FARARRER, IR K OV L
BRICKITTEICET 53l A Fhi L.

é‘i’é%%ﬁ'ﬁ&aﬁ%ﬁk LC, S-217622 7~ gt OWRIN, 534, R ORIt SW T, ik
RERICH W R —0EMFETH S 7 v A O /L& #EH L C in vitro X O in vivo (2 TR L,

7
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FERBAHEEY CTH DL U X2 H L Cin vivo IZB T AR LI L7, F£72 in vitro 75k
TEYBRBFRIEMH AR ONT bR L.

BHERBRE LT, 7y REOYAEZ W 4 8l E COREROE S HERER, s
B (R zEte), 7 v RO X5 AV AR AR MERER, invitro EERE L O b

TROONT-EEY RZ )7 E (HDL) 22 L AT 1 — /LB R BE 0 7= b iR Bk % i
L.

FH 7 e FEER R K OV 3R 1L Good Laboratory Practice (GLP) FE%E, £ 372 SKPHEER
N OFEEhResiR I S L E A H LT3 L 7.

2.4.2 FEIREKER
2.4.21 MAEEMIT DR
24211 e
S-217622 7 ~ /LEgdtfE i OREAIEESE Tdh 5 SARS-CoV-2 3CL 7’117 7 —E %, SARS-CoV-2
BN OERENTR I Z RV EOT o v 7 BITH 2 ETUANAEREEITIES.
Z D72, [FIEEFEIX SARS-CoV-2 U A NV ADERITVIA L E 2 5T 5. SARS-CoV-2 A3 A
WRATDE, UANVARNA ZFFRUC S X7 ERFIRRS 1L, 209 BIFE S X7 BITR
Y&y LTRSS, 20k, ZORYZ U AN7HIE, BHITEENDL/ 3 Uk
Tusr 7 —¥, 3CL Fur 7 —RBIlLA S uy S EZT, UA L ADOERSOHREZMET
25 RNAEKIFERNA R U A 7 —B~Y h—B I 3CL 7 a7 7 —BZD LD, Lol
NENR e DRREZ BET D IEE X XV 72D [5).
SARS-CoV-2 3CL 7'a 7 7 —B ¥ LR G % VT BEEEORFN D, S-217622 7~ Lk
HAEL A SARS-CoV-2 3CL 77 7 —BIEEE 2G5 L 2R L.

24212 In vitro J&14%

SARS-CoV-2 Sy YL DAL Td %5 VeroE6/TMPRSS2 #lfiil 2 U8 HEK293T/ACE2-TMPRSS2
FAE 2 T2 in vitro BRUEBRIZ 35T, EREE (Pango lineage A: hCoV-19/Japan/TY/WK-521/2020 ££),
ANRA BN EINZERDPRD 5TV DD SARS-CoV-2 FEIRTBEE (7 v 7 7 1k
[Pango lineage B.1.1.7: hCoV-19/Japan/QK002/2020 #£ , hCoV-19/Japan/QHN001/2020 #k ,
hCoV-19/Japan/QHN002/2020 #£], ~~—#&#k [Pango lineage B.1.351: hCoV-19/Japan/TY8-612/2021
K], # > ~#k [Pango lineage P.1: hCoV-19/Japan/TY7-501/2021 #, hCoV-19/Japan/TY7-503/2021
¥R], TV 4Z ¥k [Pango lineage B.1.617.2: hCoV-19/Japan/TY11-927-P1/2021 ¥k], *—# ¥k [Pango
lineage P.3: hCoV-19/Japan/TY28-444/2021 #%], 7 A% # [Pango lineage C.37: hCoV-19/Japan/TY33-
456/2021 ££], I =—#k [Pango lineage B.1.621: hCoV-19/Japan/TY26-717/2021 ¥k] Lk OA4 X 7 1
“#£ [Pango lineage B.1.1.529: hCoV-19/Japan/TY38-873/2021 #&, hCoV-19/Japan/TY38-871/2021 ££,
hCoV-19/Japan/TY40-385/2022 #£, hCoV-19/Japan/TY41-716/2022 #£, hCoV-19/Japan/TY41-703/2022
¥R, hCoV-19/Japan/TY41-702/2022 ¥k, hCoV-19/Japan/TY41-686/2022 k1) I QN e etk 2 i &
L7z~ v ZAFI{bA% (SARS-CoV-2 MA-P10 £ [mouse-adapted hCoV-19/Japan/TY/WK-521/2020 #£])

2% LT S-217622 7 ~ VR G S I3 Hl 7 A VW ATEME 2R UTe. BRIR Y BERRIC 65 50% 4 2hik

8
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JE (ECso) I VeroE6/TMPRSS2 #lifid Tid 0.22~0.52 umol/L, HEK293T/ACE2-TMPRSS2 i Tl
0.026~0.064 pmol/L Th >7=. ~ 7 ABIMLERIZHT 5 S-217622 7 ~ LEEILHE S D ECso 13,
VeroE6/TMPRSS2 #lfiil Tl 0.12 umol/L T& > 7-. VeroE6/TMPRSS2 il X U8 HEK293T/ACE2-
TMPRSS2 %92 S0%AMIEFEEEE (CCs) (X > 100 pmol/L KUY 55 ymol/L TH 1,
S-217622 7 < NVEEIE ST A SA 7 X LR IR BT B3V T D EER D EGR 73 Bk & O
~ U ZBIMEERIZ K L THL SARS-CoV-2 IlitEZ A L, EEIRDBEERR X OV~ © R BIMEIRI o3 5 s
PEOEWITHRE T/ &, WIS MMEES 2 TR E X0 D TIRWIRE CH
SARS-CoV2 {EMEZ AT 5 Z L avr &7z, b b EFEHIRAIIED Mucill Air™IZ3\ )T S-217622
7 = VRIS § D BECso, ECoo, ECoo 2 TN ECooo ITJEEHE 2 H 1% TILE4LE41 0.0177, 0.0514, 0.121
K TY0.266 umol/L, J&Y: 3 H# TlEEN <4 0.0570, 0.117, 0.207, 0.329 uymol/L Z7~L, E b
774~V —%0E EEAIIE (hAEC) IZB W T HHT SARS-CoV-2 {EMEEZHFT 5 Z LR aEns-
(2.62.2.12 B, F£7= S217622 7~ VEEHEMIZL A5~ EJL, EIDD-1931 ((ELXETE
NOFALEY) I ONT PF-07321332 L HFHT 2 Z LI X W AMNAY7Z:, 72 REGN-COV2 &
T5 Z LA K VAN HFARAY R T A L AR B R AR LT (2.6.2.2.1.7 THZHR). S-217622
7 < Vg f*aa@# SARS-CoV-2 VEVEIZXT 2 b b Il & O~ U A MG O 52 2 It L 7o/ R,
MIFERINC & 55T SARS-CoV-2 IEPED potency shift 237 531, 100%E b I & O 100%~ ™7 A I
EFEAE T TO S-217622 7 ~ Vg dlik ft OHEFE D protein-adjusted ECso (PA-ECso) 1ZZFHLFh
3.02 pmol/L K T 3.93 pmol/L TH U, MLIEFEAFE(E F D & Z DHL SARS-CoV-2 i&M: & i+ % &,
potency shift [TEHHH 6 5 Th o7, LLEDFER IV, S-217622 7 < At f Tl gz &

5P SARS-CoV-2 {EE~DFEIT e N, ~ U RAMECTRBE THL Z LRI (2.6.2.2.1.3
THZ ).

24213 In vivo ;&%

In vivo i CiX, SARS-CoV-2 4 > ~#£ (Pango lineage P1: hCoV-19/Japan/TY7-501/2021 ¥§) %
BB LT~ o AEGE T V% VT, Y B ST 24 FERZIC S-217622 7~ Lt
FE iR E B GBAE LB DHL 7 A L ANERITHOWT, N T A VR Il E I RE LT, F D
FER, REYMEE O 24 R IS GBI LW T oigEa e, AT Y A V27
AR T 23380 HAL, S-217622 7 < VERILHERIZ~ 7 A28 W T, VA NVAEREZEET S &
EZONTE (262221 ELN262222THEM). £7-, EELRHR a0 v A 0 A RYYE T
FIZEDLGEbHDHZ LD, v 7 RAIZHHE LT SARS-CoV-2 kAR S e~ U ABSEET
NEAWT, BYED D 14 BB OEREZEER, AFREOEFHMZ MR Uiz, Y 24 FEEE
M 8217622 7 < VAL A 4, 8, 16 XU 32mgkg DAET 12 Z &2 1 H 2@ 5H
MR O 5% 9k U= /55, Y 14 HZISIT D47 =1E, AR IREE ClE 37.5%, 4 mg/kg %
HRETIE 91.7%, 8, 16 KX 32mg/kg #ERETIT 100%TH Y, S-217622 7~ Vg fE LB 52
KV AR ARICIER U, BYICrE ) (RERA 2 H K FICHfil Shie (2.62223 HS
). LEDORS RN G, S217622 7 < VEdfs T~ v 2281 5 SARS-CoV-2 YL 5 i fE
ERAMHIT 2D EEZ LT,
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24214 ERER CAMMEMNEIFTE HMERRE

SARS-CoV-2 [&Yx 24 W14 D~ 7 AT S-217622 7 ~ /LEedtftfh 2 ¥ 5-BAde L2 B, F&EK
FENZIHEN T A V2 DEOR T 838 bz (2.62222 HER). Rp#ikes: (PK)/IE A%
(PD) fiEHT 26, MR G225 48 WEBOMN 7 A L 2 MO K T & & BA4FICHET 5
S-217622 7 < VEEILAL G D PK /3T A — &%, Wi 0 2> 5 $ 5-4% 48 REH & T oD i B i i — I
I AER T RS (AUCousn), #IEIFEEG-HD 48 R #2 DO MBEF IR (Casne) M OVBAEAHE 2 5 11 E
HR L 2 ffEFF 9 2 IFfH (Timenign) (5 X PA-ECso, 10 x PA-ECso) T 7o, MAEH IR OHERFIZES
H LT D Cysn/PA-ECso, Timenign (5 X PA-ECso, 10 x PA-ECso) 23N 7 A /L 2 Sl DI T & &
SHBELTWS Z ED, SARS-CoV-2 JiHs 24 KM ICHERIMG Lz~ v ARYLE T /L T,
PL SARS-CoV-2 IEMEZ FAET 5 7= DI B /R S-217622 7~ /VEEILRE L O MR IRFE 4, 51
M U CHERFT 2 Z E DN Y A VAT AR T T 272 DICEETH H 2 & AR S .
KR~ U RAET IAZEIT D PK/PD ENTHERD D, PRI E 48 WEFEIE OMIN © A L 2 Il %
1 logio, 2 logio &% 3 logio 50%#H % #H fcd & YL i (TCIDso) /mL K F & & 2 72 DI B¢
Cuasn/PA-ECso [T Z 11LE 4, 0.769, 3.78 LN 14.7 ThH - 7= (57 2.4.2-1). VeroE6/TMPRSS2 HHifia >
53R D7z~ 7 A PA-ECso (2090 ng/mL [3.93 umol/L]) % AWCEHET D L, M A L2 i
1 logio, 2 logio & T 3 logio TCIDso/mL 1K F & 5 72 DT B Casne 1X, ZALEAL, 1610, 7900
KN 30700 ng/mL E RS2, F£72, VeroE6/TMPRSS2 fifai 53R 7=t b PA-ECso (1610
ng/mL [3.02 pmol/L]) ZHWTEE LI25GA, & MIBW T A /LR li% 1log, 2 logio LT
3logio TCIDso/mL & F S % 72 OB 72 MR EE L, Z41E 1, 1240, 6090 & O 23700 ng/mL
LHEE S,

MEEREAE (375125 mg [#5- 1 BB D& 375 mg, = D#% &5 2~5 HHIZ 125 mg 5D
1H 1 BIEERS]) BT D E B Con 13 14000~17700 ng/mL (2.5.3.1.1 ZHER) THY, ~ v

AJEILE T NWAZET D 2 logio TCIDso/mL DfiiN D A VA K T & RIELL EOS SN HIFF ¢ &
5.

7% 2.4.2-1 < 7 ASDJEYE 24 R4 e G-REOP)EIE 5006 48 FEREIZ DN A LV A )
ST & Casn/PA-ECso D BRI

Virus titer reduction ? Cagn/PA-ECso
1 logio TCIDso/mL 0.769
2 logio TCIDso/mL 3.78
3 logio TCIDso/mL 14.7

a Virus titer reduction by 1 logio, 2 logio, and 3 logio TCIDso/mL compared to the mean virus titer of the vehicle treatment
group 48 hours after the first administration of S-217622 fumaric acid in the mouse model

hAEC % HW 72 f51 Tlk SARS-CoV-2 &%k 3 HZIZKABANCEF 2 ashn L, [EUX L 7=k Hih

IEEND A NAREERIEL Lz S217622 7 <~ Vg dtiE S D ECo 1% 0.117 pmol/L
(62.3ng/mL) T&H Y, VeroE6/TMPRSS2 #lifum &Rz & ki D potency shift % #hi) &7
PA-ECy 1% 0.702 pmol/L (374 ng/mL) Tk - 7-.

10
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S AEHAEICBIT D 8 b O Con 1F 14000~17700ng/mL (2.5.3.1.1 THZH) TH Y, hAEC O
PA-ECoy & 4312 >37 f*) Bz TuN-.

24215 S-217622 7Y LEEHIERICH T 2RI MEET

S-217622 7~ VERILHE AT 6 DARES M T A L AT O W THEHZ S 572, SARS-CoV-2
% VeroE6/TMPRSS2 HHfIZ Y 4, S-217622 7 ~ /VIRIHAESAAAAE T CHHMUER L= L 2 5,
3CL 7’u 7 7 —%¥ % 22— K9 % non-structural protein 5 (nsp5) DEEETEMEF LI AINET DT
L BBICEBRBRD B, N RN 48 FEHOT AT XN 7Y v Il E (D48G),
49 FHOAF A =rPNuA U CER (MA9L), 52 FHOT v U Uonk ) @& (P52S),
144FHDOE Y U NT 7=\ EH (SI44A) LU A VAN SEES LT, £7-, S144A &
M49L/S144A DIREIZ XD MAYM/L)/S144A DOT 2 ) BREHZ AT DA VA LS Tz,
VR—=RAY 3T 47 AEIT LY AEH L7 nspS D48G, M49L, P52S, S144A K TN M49L/S144A
DT X BERE AT OB ANV, fEY A VARG TEONTEENENDT
J BREH AT D08 A VA L RIBRIC, S-217622 7~ /VERIRE S ORRSZMEN 4.3 1%, 17 5,
3.7 1%, 92K OV 100 K F L7722 £ (2.6.2.2.1.6 THEHR), nsp5 D48G, M49L, P52S, S144A
KON MAOL/S144A DT 2/ REHAE, S-217622 7 < VMRS DR MR T OB(EL R TH D
L& 272, nsp5D48G, M49L, P52S, S144A N ONM4OL/S144A OT 2 ) WeE#AHTH 7 A )L
A1, VeroE6/TMPRSS2 AHIEIZIWTHEAR Y A VA L [AEFOMIERELZ RL, VAT I EL,
PF-07321332, REGN-COV2 |Zxt L TR XM EZ RS 720272 (2.6.2.2.1.5 HEM). 2022 45 A
27 HWfi{D Global Initiative on Sharing All Influenza Data (GISAID, https://www.gisaid.org/) @
SARS-CoV-2 7 2 / F&ElHT — % % T nsp5 D48G, M49L, P52S, S144A U8 M49L/S144A
DT 2 ERESRE AT DESNOEIE EMYT LT 2 5, D48G, M4A9L, P52S (X S144A OEIA
RO TR (<0.001%), M49L/S144A DT X/ BREHIIME ST,

[EIBS LR 55 1L/ T AR (T1221 58BR) 2F IMa FH/3— NMZEBUWT, S-217622 7 ~ Lkl it 1
L IR BT nspS FEHIKO N Kl S 87 FHOBA VRN T ==L T 7 =T iE
(L87F), N KI5 198 FH D F A= i3A VaA 2 & (T198]), N Kdmfiln o 234
BHOT 7=t ZEHR (A234S) KON Kl s 246 FEFHOE AFVornFri v
|ZEHL (H246Y) L7= SARS-CoV-2 ZBHEKZ VNR—2AY = T 4 7 AEIC L VIR, S-217622
7 = RIS OFL SARS-CoV-2 {27l L 7. L87F, TI198I, A234S (X H246Y O 7 X /
MREH A T 58 BRI 5 S217622 7~ /LERIEAE D ECso I1XEFATL L beilg LT, Fh 2
092 1%, 1.54%, 175090 5L, BEZMEOEITRD bNLn o7 (2.6.2.2.1.8 1H
Z ).

2422 Bl R AR A ER
S-217622 7 < NMERILAES DB FEZ RIK, A 4 F ¥ 1N, bT U AR—F —FOBERITHT
HIEM, & b ORIREEEMIE K O FALRE R bR o3 D M EdE, I ONZ HepG2 i
(b MM MELE) (k95 b2 R 7 a2 3l L7
BRZRIR, A A F v, NTUAR—Z—ROBRICHT HEREZMELZ & 25,
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S-217622 2.4 FERGIR OREFEREAR

TTF) N T UAR=E—=IZE BT T ) B ABRERICKTT D 50%FLERE (ICs) 1Z
1.43 pmol/L T o 7-. £7=, R AR Y= X5 5 —+ (PDE)4AlA, PDE4B1, PDE4C] & U} PDE4D2
DOEFHTEMEICRTT D ICso 1%, TNEH 63.2, 69.1, 75.7 (X734 umol/L TH-H7=. DDz
KR, A FFx N, MTUAR—F—KOBEEFITxH LT 100 pmol/L (53.2 pg/mL) DL E
TR I,

S-217622 7 < MRS DT F ) v T v AR —Z =TT D ICs (1.43 pmol/L) 1%, HIFE
FER & (375/125 mg) 128 1F 2 IR & i m A PR (Cmax) (1.2 umol/L 5 #RFEW) I
[28.1 pg/mL], 43 [531.88] MU' bl & L X7 FEEH [97.7%] 2DEH) © 1.2 5T
Holm 253 11HKLEU264411EBR). 77 /v 8T AR—Z—OREZ, b7 7/
VRO EFICERBAEEENH Y, TT ) O ERIEIER & L CHARRR  (HEIRE
ADIKTF), DR (E & OVMAER O, i IMEERSE OBLTE & O R (FLRIENR) ~
DFEPI|E SNTND [6]. LLARDG, LaMEEMEER 2.624 HZR) WNTT v MR
O L& W= OB EMERER (2.6.6.3 THERHR) 128U T S-217622 7 v VRitfEgho 7T 2 v v
N7V AR—LZ—DHFICER LI EBZ 0N BITRO biLRroT. E6IT, 8 1 18
(T1211 #BR) KO 2/3 FARER (T1221 &ABR) ICB8WT, Bl LX) RERICEHET S
S-217622 7 < VERILHE R G IER L7 A FEFRIIBIRF A TIIRD b TWhRw (2552 HS
HR).

iz S-217622 7 ~ VIR dfEiIC K D 4 FEDO Y7 % A 7’ D PDE4 BLETEIEN RO SN0, £
® ICso i (63.2~75.7 umol/L) 1%, HWFEMAIEMAEIZEH T DIEMEEE! Crax (1.2 pmol/L) 1Z%F LT
53~63 [l L TRV, WS LA EICE O CTIERING PDE4 BLFEIC L 5 REITE & L
7-.

Fieb b NARRICHERT 5 9 MO L O 3 O b M UIREFFEAZIZ D CCso 1, W
THOHIIZISNTH 72 pg/mL (135 pmol/L) HE 2 2R L HEE Sz (2.6.2.3.2HH K% 1102.6.2.3.3
HZMW). 72, HepG2 Mldicxf4 % I h = KU 7 #MEIX 300 pg/mL (564 umol/L) £ THEH 5
Niehotz (2.623.4THB). S-217622 7 ~ /LRI i D4 SARS-CoV-2 FRIZ %75 ECs (0.026
~0.52 umol/L ; 2.6.2.2.1.2 THZM) & OITHK) 260 5oL O+ 72 BENR A L= Z LD,
S-217622 7~ N EEILFER OB FHSKHIIE N h 2> R U 7 ~OEEMIC R 2B &

| L 7=,
PLEDZ Lo b, HEEHAEHEICEBVT S-217622 7 ~ Ve S 52 K L7 Bl A 3K
VERINC X 2 BIVEAZEBL ORI TRV &k L7

2423 TEMEERER
LR a7 Ny T ) =B E LT, S-217622 7~ Vgt oo Pk it %, DI R K%
ORI RIET B Z BT Ls. MR a7 Ny 7 U —iRBR OB OV i F g & -
HEEAEAREICBIT 2 METIRER L OLE R 2422 (27T
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S-217622 2.4 FERGIR OB AT
* 2422 ZEMIEE a7 Ny 7 U —R B R L O MR igRE & & R EAEICBT
2 AR & & Okt
AR P - o/ R R FETREFTR A Z BT D
MAEABREE (Cinax)
(B MRFEH)
AN e 0 GRHREHE), 20, 100, HAR SRR R~ DB L 294 pug/mL
1000 mg/kg (R 1000 mg/kg) (10.5)
hERG 7 v &A1 0 (CeHFEEE), 10, 30, ICso > 100 pmol/L (53.2 pg/mL) -
100 pmol/L
(ENZEh0, 532,
16.0, 53.2 ug/mL)
L 0 (kFREEE), 10, 50, WP 20 AR O (> 50 mg/kg) | 43.8 pg/mL
150 mg/kg (22 10 mg/kg) (1.6)°
ERILRED 0 CHHRTE), 50, 2L (BEEE 150 mgke) 326 pug/mL
150 mg/kg (11.6)°

a 7 v b2 EMRER ARG EFEMERBRO 1000 mg/kg B GEEOHECK T 25 1 B B O Crax B & EFHER AT S

51 AR (T1211 3ABR) o 375/125 mg (%5 1 H BD A 375 mg, D% K%L 2~5 ARIC 125 mg & 5D 1 H 1A
KEHEE) %55 HE O Cmax (28.1 pg/mL) (2.5.3.1.1 THEH) L DLt
b BMEFEEICHIT D Cnx & 55 1 AHRER (T1211 RBR) @ 375/125 mg #5- 5 A B @ Crax (28.1 pg/mL) (2.5.3.1.1 18

Z) Lol

T v SRR ~OVER 23l 258 (2.6.2.4.1.1 THERR) TIE, 1000 mgkg DHEE T

AR R~ DR A R 5 2 kT2 <,
[0 F1 5 G- D FRAR AR SR U2 63 2%

EDHIFT105 5 ThoTo (3R 24.2-2).
t |k ether-a-go-go BB A ¥ (hERG) BEAMMICISIT 54 U U LAEFICKT 2 /EHRRICE
T, hERG fBHEICHRT 5 ICs 1Z 100 pmol/L (53.2 pg/mL) % #x HIREE L HEE Sz, £7-,
TV R K O R ~DVEF &2 5l 2 5888 TiE, 50 &Y 150 mg/kg O & CHRE 72040
BOEMMRFED HATZH, 150 mgkg O R E TIlE, LEX, MEREN MR A /8T A —#
\CEBIIRD B o To. P~ D S-217622 7 ~ /LBt db 13 B AIRE O % 505 0 L E SRS

X4 2R (10 mgkg) M OWERGRIZRT 2 HEZE R (150 mgkg) 1T

E/ \'E =,
AR

IR BT 1000 mg/kg EHIWT L=, T > h~DH
L:%Gj—é Cmax 2: $§%Hﬂ¥£ﬁﬁ%@ Cmax (281 pg/mL)

BITD Cox &, HEH

FEREOD Coax (55 1 FHEER [T1211 3BR] @ 375/125 mg $65-5 H B D Ciax ; 28.1 pg/mL) & O
iFxZnZi 1.6 UL 11.6 5 ThHo70 (3 2.4.4-2). 708, & 1 #HEWQ 23 fARBRICBNT
S-217622 7 ~ NRILHE AL G-I R U 72 AR R, DA R S ORGSR~ D S8 A i %
HEFERGIIHF S TIIRD LTV (2552 HSR).

LD a3 BR ORE RS, AR OHGEHIEMEITBWT, TR, LlE R &

OFFGRICBI L C, EERATFRRPLEL D TRMEIRNEEZ NS,

243 )

S-217622 7 ~ Vg i i 0 SEW) B RES

THWevT A, Ty b, ORIV HWTINRML7Z.
S-217622 7 v VEEIGRESR D T > MIBIT DM A7 XA Z YT 1 (BA) X 85.5% (2.6.4.3.1

HZW), R & ONEH-EEER O T GHEE S0 WIGERIE, 7 v F T 64% (2.6.4.6.1.1 THS ),

PV THI 74% (2.6.4.6 2 THRR) THDH Z LD, S-217622 7~ VRS S IE & Wile ORI ME &

13
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S-217622 2.4 FERGIR OREFEREAR

R UTe. SREEABR T S-217622 7 ~ LBk B A e~ v A (58 1 2~64 mg/kg) [ZHIEREA
Beh U7z & &, WONSAERS D% 53l © S-217622 7 < Vpdtitih 2 7 v b (%55 : 20
~100mg/kg), 7HF¥ (5 :30~100mgkg) KUV L (55 3~50mg/kg) (21 H 1 [FIK
EROZEG Lo &85 1 HEOMEF S-217622 @ Cuax &Y AUCooan 13, HEIZHAEIL T
R L, FECH EHiPH T S-217622 OENENEIIHE TH D Z LRSIV (2.6.4337H,2.64.3.4
IH, 2.6435HHK1N2643.6 HSMR). F/o, KERAKGHEERRTO v axx7 47X
(TK) v, 7 M ROV LOEREIZEBNT, MIEH S-217622 @ Cuax 2 Y AUCo2an (ZVEZEIT A2
LR oTe. ST, KERAEGIZE D MIEF S-217622 O Crax 2 Y AUC o240 XN 2
BERRFED BT, T b, VR LoV &EHE (7> b 1000 mgkg/H, 7
X : 300 mg/kg/H, H/LHE : 1000/300/100 mg/kg/H [#45-3 H HIZ 1000 mg/kg/ H 7> 300 mg/kg/
H, %58 HBIZ 300 mg/kg/ H 55 100 mg/kg/ B 2], H/Lif : 300/100 mg/kg/ B [$#5-9 H
H1Z 300 mg/kg/H A5 100 mg/kg/ HIZE]) CTiE, #5 1 B L THEDH D WIHMETFT5
fEHAAHR BT,

S-217622 @ invitro fiF ¥ > X7 fEEFRICHAITRD LT, 7w b, UHF, HLEOE b
DWFTHUTE N T, S-217622 #EEE (0.5~50 pg/mL) (TAEAFETITE Z o 737 KA RITK 98%
THY, b MLIEICBITD S217622 DEFEEG X /X7 IZT AT I ThoT- (2.6.44.1.1 THS
M. S-217622 @ invitro MERBATRICHEAITZRD ST, T v b, PLERE hOWTRICE
WTh, S-217622 R (0.5~50 pg/mL) (231 2 MERBATHRITL 5%~ 13%RETH Y, T v bk
UL invivo iBROFE R & FIFRE ThH 72 (2.6.44.12 HHBMR). £7-, [“C]-S-217622 7~ )LIE
HEERAZHEERORE LIz &, T v RO Vg o B B i 5 b i R B & AT
\CHERE L, BRR & T L2 &0, S-217622 J O OAREM D L ER~DFE M T 2 &
EZ N (2.64.423 HBMR).

BT v bW [MC]-S-217622 7 ~ /Ui b O A BRIZ BT, S-217622 KN
ZORBWNTT v MRS 048 L, TP, BARMALE, &, 7 FUBIcsnwTL, it
DR LR TEW S EEIREE R STz, KM, /MM OF Rl 72 & O FHARRRHRE R R R o ik
BRI, JE LW T NoR R THER FRATM BLQ) TH Y, S-217622 [LHMBATIE
MENEEBZ DT, A7 = EAMMEE SO T OB B EERE b 5% 168 XX
336MFMICIL BLQ £ T L2 Z &6, MR MEITRWEB X b7 (2.6.44.2.1 THZH).
F70, IES v A [14C]-S-217622 7 ~ LR ALHE &L O IS @M BR 1T U T, S-217622
LOEORBHWITEZZR L, BR~OBITHRD b, JRIROMB B RERE L,
i O [l — kAR TG IR L L A%, HDWIHMRVMEZ R L, 5% 24 IE £ T2 BLQ 13T
FTRWDLIZZ &0 6, S217622 RUEDORFWIIIE IR OFAMMIIRE LB bl
(2.6.4422THBM). 37 v FE W [1C]-S-217622 7 < VERILAE S O A B THERBRIC 3
W, FLT O AR B L A R R BRI & A TICHERS U, R ORI LS B i
HEREIRE DL MZIE ETH o722 &0 D, S-217622 KO ONREWIT LI BT D03,
FREAMEIZ W B bz (2.64.6.1.2 HSH).

[4C]-S-217622 DHfE b MFHIIE A V72 in vitro fUHEMRREE T, REHEHE D KE 52
READ S217622 L LTEFELTHBY, EELRMREHHE LT, M2 (glucuronide of oxidized
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S-217622 2.4 FERGIR OREFEREAR

S-217622, HETE), S-217622 triazole N-desmethyl (M4) K U} S-217622 indazole N-desmethyl (M5) 73
B &7z, F£72, S-217622 indazole 4-C1 (M6) }2 (¥ S-217622 3-indazolinone (M3) 2MEIAK 7 1~
N7T 7 4 —/EEONTE (LCMS) 7 a~ N7 T ATOREHI N (264511 HSMH). & k
¥~ 7 1 L P450 (CYP) Zy FHEAL A2 2 FEER L MIFR 7 1 Y — A L ONEIREY CYP FHEA
Z AW RRE )N B, S-217622 triazole N-desmethyl (M4) O} S-217622 indazole N-desmethyl (M5)
DRI, CYP3A4/S 2 E o850 CYP NG T2 Z L0V Il (2.64.5.12 %
FR). B RS 1 FHEREREE 2 V72 in vivo RETRRER OFER, b MIER QYR O EZRSr & L
TARZD S-217622 MK SFL, MAEF CTiX S-217622 indazole 4-C1 (M6), JRH TliL S-217622
triazole N-desmethyl (M4) 2 FERFH & L TRt Shve (2.5.3.1.2.3 THZ ).

[14C]-S-217622 7~ VEEIEFE D T » R ROV L HEIGRBR OFE R, S-217622 O FHEIHFREE 1T,
JEH 25T Lic st cdh v, IRPPEOFS o D5 2 Lr i, RELD S-217622 13,
7w MREOMEHHIZENZ G- ED 0.3% % N 4.5% 038k STl 0, JRPPRE (7 — 28k
iR 2 5 te) OB HPEIER ORI HHEE SN HWIGE (] 64%) (ICxf LT 1/10 FRETH -
77 (264521 HEN2.64.6.1.1 HEMR)., 7 v MISEF T, FIZRE(EDO S-217622 23 S
H, M & LT S-217622 indazole 4-C1 (M6) & S-217622 triazole N-desmethyl (M4) 23fH &4
7=. 7 v FRHTIE S-217622 triazole N-desmethyl (M4) 23 EREH & L TR S, 7~ RMEH
T IE S-217622 triazole N-desmethyl (M4) }2 (Y MI18 (glutathione conjugate of oxidized and
defluorinated S-217622, #£E) NEMRBHW & L TR Sz (2.6.452.1 S, £7-, K&
D S-217622 1%, VVIRMEOREIHHFICEN TR G ED 0.8% KL T 4.9%13HHiES L TE D, R
PEii (7 — VPR E ey ROWEH PR O Fnis HHEE S HWRIE (K 74%) 12xF LT
V10 FRETH o7z (2.64.523 KL 2.6.4.6.2 HEMY). P/ MmAEHF T, FITREND S-217622
AR S, R & LT S-217622 indazole 4-C1 (M6) & S-217622 triazole N-desmethyl (M4) 73
B &Nz, PILRHPTIE, S-217622 triazole N-desmethyl (M4) A LR & L Tt sh,
JVABHH CiE M2 (glucuronide of oxidized S-217622, #£7E), M11 (glucuronide of oxidized S-217622
indazole N-desmethyl, #£E), S-217622 triazole N-desmethyl (M4), MO (cysteine conjugate of oxidized
and deflurorinated S-217622, #ExE) A ERFH & L TR Sz (2.6.4.5.2.3 IHS ).

THEORER LY, ANICRIL S 7 S-217622 1XEIC T 2 B TIRS A~ L Rt S, S-217622
DO ERHHIRIE T, BiA Tk, BIER O VA aiby, TSk 2V 7 a B/ 4
FA U EDRAAE O afbEE 2 bie. £72, b MTFHEEOE ME 1 FHRERBET
Bt &N EERMAH TN TR Y, 7y B RO VO IENE NS in vivo REREUEHH TR
ENTWDHZ D, b MERAORHIT/2 <, S-217622 H Ry D M iR 26 LT 10%
TR Z DIRGE 2 T EIIT O LRI L7 (2.5.3.1.2.3 TESR).

In vitro ERMENREFLHEEMFA BAEHRBR OFE R, S-217622 1Z P BEZ L /7 (P-gp) KOV
NIHPES 2278 (BCRP) OIETHDH Z ENRESNT (2.6.4.7.1 IHEM)., AKHOEYMEAAE
XA RZA 2 [7], FDA TA X2 A [8] KOVEMA 74 KZ 4 > [9] IZHEVy, S-217622 Difi
PEPRE~DOEEZ MR L= & Z 5, P-gp O BCRP BLEHIH 2 W IEFEEAL, S-217622 il
PR R (S B R AT T A REMEA R SN2, £, S-217622 OEHHTIX CYP3A & & TeE o
REEENEES L TWDE 00, TOHFTIE CYP3A OFENIHREVWEEZND Z &
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S-217622 2.4 FERGIR OREFEREAR

DD, S-217622 % CYP3A DFRWFEEHK] & OFH L7z & &2, S-217622 O fEHRENE T L,
BEDIKTIZ DN D AREMEA VR &, —5 T, S-217622 OARFHIITEE OHEESE 3B
HLTEY, H—OBERPIE SN THMOBERICL > TS D Z L b, CYP3AEFDH
— IR OLER S-217622 OIMETIEE D EFICKIETEBOBRE I N NSVWEEZ LN
7.

F£72, S-217622 1% CYP2C8 L TN CYP3A OFHFEIEM (2.6.4.5.4.2 HZM), CYP1A2, CYP2B6,
CYP3A, CYP2C8, CYP2C9 &K U* CYP2C19 OFFE(EM (2.6.4.5.4.1 ITHZ M), P-gp, BCRP, 1%
T =AYy b T U AR—Z—R ) _XTF K (OATP) 1B1, OATPIB3, AT =4 > h T v AR —
% — (OAT) 1, OAT3, AfHF 4> FT v AR—%— (OCT) 1, OCT2, multidrug and toxin
extrusion (MATE) | OFLEER 2RO Z LRSIz (2.6472HESM). Ziub OFREREZIEE 2,
KRIROIEMFENETA RF 4 [7], FDA A XA [8] MINEMA HTA K74 [9] IZ4¢
v, HEERERETH D 375125 mg (Bt 1 HEH DA 375 mg, £ Dh#&5 2~5 HHIZ 125 mg
501 B 1 ERERS) 55 50 HO Cua KOG X /375G AT, S-217622 734K
FEOMATREIC KT T HEELEL LT (F 243-1~F 243-3). ZORER, S-217622 (13,
35 VA B2 BV T CYP3A OFLENE, CYP2B6 M (N CYP3A D% EME M I ONZ P-gp, BCRP,
OATP1B1, OATPIB3 }x (X OAT3 OFEEHZ R L, b OREROMEHREZ LI5S
AREMEN IR E NS (2.6.4.8 THE ).

fiam e LT, S-217622 IXBAF /2R NWIMEZ R L, IFlRZ & Tolg a0 L%, 8
BOMRBIRIE 2R CE LRI &N, £, S-217622 R OMRHEMIL, W oMikic b 7%
BLRnwEEZ bR, S217622 OREHITIE CYP3A &L ORBIEZENES L T0hE L
DD, ZTOHFTIE CYPIA DFGITHIBHIREWEEZLND Z &5, CYP3A DR EHA
EOFR L7z & Z12 S-217622 D MR EEAMK N3 2 AlRetEA R Sz, — T, S-217622 DR
HNCEBONRBBER DL 2 2 &0, H—BEROMEFIC LD S-217622 O MmiEHREDZEH)
SNOBIT/NEINEZ Z BT, S-217622 1L P-gp X TUNBCRP DIEE TH 5720, ZihbHDOHE
F R OFHFEANC L0 S-217622 O MIEFIRENER) T 2 alRetEdsm Sz, E72, S-217622 (3,
H i B EICB W T CYP3A OBELEEH, CYP2B6 K (XCYP3A 0% EAE Il ONZ P-gp, BCRP,
OATP1B1, OATPIB3 }x (X OAT3 OFHEMEMAZ R L, b OERO METREZ LB X5
AREMEN R S T
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S-217622 2.4 FERGIR OREFEREAR

#* 243-1 S-217622 7 = VRIS K 5% CYP FEEHOE &0
R E TDI E#PK DDI &
CYP 53178 ICso Ki KI Kimee | AUCR* | BROMEM:
(pmol/L) (pmol/L) (pumol/L) (1/min) (AUCR>1.25)
CYP1A2 >100 50 N/A N/A 1.03 No
CYP2B6 >100 50 N/A N/A 1.02 No
CYP2CS8 35 17.5 N/A N/A 1.07 No
CYP2C9 >100 50 N/A N/A 1.03 No
CYP2C19 >100 50 N/A N/A 1.03 No
CYP2D6 >100 50 N/A N/A 1.03 No
CYP3A (Midazolam) >100 50 84 0.046 5.46 Yes
CYP3A (Testosterone) >100 50 86 0.055 5.98 Yes

DDI = drug-drug interaction; Ki = half-maximal inactivation concentration; Kinact = maximal inactivation rate constant;

N/A = not applicable

Ki value was calculated as 1/2 ICso value.

* AUCR were calculated using fmCYP (contribution ratio of CYP on clearance) as following;

CYP1A2, caffeine (fmCYP=0.9) [10]; CYP2B6, bupropion (fmCYP=0.52) [11]; CYP2CS, repaglinide (fmCYP=0.83) [12];
CYP2C9, tolbutamide (fmCYP=0.98) [13]; CYP2C19, omeprazole (fmCYP=0.86) [14]; CYP2D6, dextromethorphan
(fmCYP=0.96) [15];CYP3A, midazolam (fmCYP=0.93, Fg = 0.57) [16].

17



S-217622 2.4 FEERER OREFERTHAM
#2432 S-217622 7 <~ /Lfgdtilihic X 54 CYP BB E/EH O % & 0
Enzyme mRNA / h(f]l):i?cl;flte ECso Eumax (fold AUCR? %TDZ\D%‘E&
activity (nmol/L) change)
lot (AUCR < 0.8)
CYPIA2 mRNA HC10-49 N/A N/A N/A No
HC10-50 N/A N/A N/A
HC7-33 N/A N/A N/A
Activity HC10-49 40.7 7.23 0.827 No
HC10-50 41.2 5.50 0.870
HC7-33 44.1 4.95 0.891
CYP2B6 mRNA HC10-49 34.5 4.72 0.922 No
HC10-50 59.3 13.2 0.859
HC7-33 33.2 7.10 0.874
Activity HC10-49 453 25.5 0.700 Yes
HC10-50 34.7 8.99 0.847
HC7-33 39.9 12.7 0.812
CYP2C8 mRNA HC10-49 NC NC N/A No
HC10-50 32.1 5.17 0.860
HC7-33 NC NC N/A
CYP2C9 mRNA HC10-49 NC NC N/A No
HC10-50 19.9 3.37 0.854
HC7-33 NC NC N/A
CYP2C19 mRNA HC10-49 N/A N/A N/A Unlikely®
HC10-50 N/A N/A N/A
HC7-33 N/A N/A N/A
CYP3A mRNA HC10-49 17.7 8.05 0.202 Yes
HC10-50 338 413 0.033
HC7-33 20.2 20.4 0.063
Activity HC10-49 16.4 4.20 0.391 Yes
HC10-50 11.7 3.05 0.477
HC7-33 N/A N/A N/A

Emax = maximum induction effect; N/A = not applicable; NC = not calculated
AUCR were calculated using fmCYP (contribution ratio of CYP on clearance) as following;
CYP1A2, caffeine (fmCYP=0.9) [10]; CYP2B6, bupropion (fmCYP=0.52) [11]; CYP2CS, repaglinide (fmCYP=0.83)
[12]; CYP2C9, tolbutamide (fmCYP=0.98) [13]; CYP2C19, omeprazole (fmCYP=0.86) [14]; CYP3A, midazolam

(fmCYP=0.93, Fg=0.57) [16].
DDI liability on CYP2C19 was considered as unlikely because the change of CYP2C19 mRNA expression was less

than those of CYP2C8 or CYP2C19 mRNA expression, and DDI liability on CYP2C8 and CYP2C9 was considered as

a

none.

18



S-217622 2.4 FERGIR OREFEREAR

* 2433 S-217622 7 = VRIS KL 545 + T U AR —=F —[LFEEMOE L
Transporters ICso (pmol/L) Cutoff value Value @i Z\Dé‘zﬁ
P-gp 11.5 Igut /1Cs0 > 10 245 Yes
BCRP 8.71 Igut /1Cs50 > 10 324 Yes
OATPI1BI 13.2 1+ [1]W/ICs0 > 1.1 1.12 Yes
OATPI1B3 3.51 1+ [1]a/ICs0 > 1.1 1.45 Yes
OCT1 7.24 jgig@%%ﬁiﬁifiﬁ s N/A N/A
EMA: [1]/ICso > 0.04 0.218 Yes
OCT2 202 1 + Cruax/ICs0 > 1.1 1.01 No
OATI 47.7 1 + Crax/ICs0 > 1.1 1.03 No
OAT3 8.37 1 + Conax/ICs0 > 1.1 1.14 Yes
MATEI 823 1 + Cona/ICs0 > 1.02 1.01 No
MATE2-K 250 1 + Cinax/ICs0 > 1.02 1.00 No

Cmaxu = the unbound maximum plasma concentration; [I]n = the maximal unbound concentration in portal vein;
Igut = maximum expected concentration in the intestinal lumen on the apical side of enterocytes (molar dose/250 mL) ;
N/A = not applicable

2.4.4 HHEHER
2.4.4.1 BERKEE5EHRR

S-217622 7 ~ /VIRILRS fh D @ NE 2 RHl 3 2 72 D O U 72 B [EI# G- M eI 3550 L <
WV, Ty b ROV LA TK 3R, 7~ F ROV 2 B SRS D % G-k,
WNET v b a2 AW/ MERRBROB G H OpfEE b S ICattmttE et L7z, 7 v b 2 #H
ME&OFEGBEERBRE OV IMERBRICBWT, ThEEEHAETH S 1000 mgkg KO
2000 mg/kg F THGAH B ICIELE UTBASEITTA Le o 7=, YL 2 R ERE O #% 5 5Bk
IZBWTC, EHABETHD 1000 mgkg () SLI1E 300 mg/kg (M) F THR5H) HIZFE L ITHEEIT
FAE LR o Tony, HETITEMY X OB &R BB O b, 7 v b RO L OB OBt &
IXZ N2 2000 mg/kg %8 % 5 8 OV 1000 mg/kg Z iz 5 & & Hl L7z (2.6.6.2 THERR).

7w b 2 EERER O &G FEMERERIC BV T 1000 mgkg O S-217622 7 ~ /Uit ih & 5
L7zl 20 EHH D S217622 MHEH Crax & T AUCoo4nr (294~375 pg/mL K TY 5400~
6720 pg-hr/mL) 1%, HEEHEMRETH S 375/125 mg (%51 HH DA 375 mg, D%k E 2~5
HEIZ12Smg 501 B 1 BFIKERS) 28 MG L7z E &0 S-217622 MHEH Coax L O
Bl 5 B G- FRRERERE © £ T o g R R R dRR N iEfE (AUCo.) (42741 28.1 pg/mL K& Y
5183 pg-hr/mL) &HE LT, Wb 10~13f5ThH-o7 (2.6.63.1 HAKT2.53.1.1 HEZHR). %
7o, v 2 M RAER O &5 FEERBR BT, BEMEY LT 1000 mg/kg, HEMETLIZ 300 mg/kg
BB UTZBE OB G4 H D Coax 2 T AUC o245 (433~520 pg/mL & TF 8920~10700 pg-hr/mL) 13,
HEEEHARTH D 375125 mg & & MG L7z L & D Chpax LN AUC) DZE LI 15~19 %
KON1T~21 5 TH 7= (2.6.6.33 HKL2.53.1.1 THER).
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S-217622 2.4 FERGIR OREFEREAR

2442 REEEGEMHHER

7 v M ROV IVEIER N 53R TRl LT RO E 2 £ 2.4.4-1, &R0 S
BEIZBT D MAEH IR R (Cuax XY AUCo24n) A ONC HI§E FHVE FH B2 31T 5 i S v i i &
(Cmax XDV AUC) & DA ER 2442 1277,

Z v b2 R (%58 20, 100 X 1000 mg/kg/ H) KON 4 #E L ER Q&S HEERR %Y
B 120, 50 %O 1000 mg/kg/ H) TiE, 1000 mg/kg/ H % 58 F CTERMELMITRD by, Mk
BlXWFhoiRBRY 1000 mgkg/ H &I L7- (3 2.4.4-1). 7 v b 4 BREER D &5 EMER
Br oo MEFEVER (1000 mg/kg/ H) (231 5 S-217622 DI AFEFERTE R (Cumax & O AUCo04m) 1%,
FEHEHETH D 375125 mg b MIEG L7mE XD Chx LTV AUC): (28.1 pg/mL K ¥
518.3 pg-hr/mL) &R LT, ZNEN I~ ELNE~I0(ETHY, +oZeTeltnd o7 (F
2.4.4-2).

v 2 R (R SE 10, 50 & 08 1000/300/100 mg/kg/H [#5-3 H HIZ 1000 mg/kg/ H 7> 5
300 mg/kg/H, #5 8 HHEIZ 300 mgkg/H2>5 100 mgkg/ HIZHE], M55 : 10, 50 KO
300/100 mg/kg/ B [#5-9 H HIZ 300 mg/kg/ H 75 100 mg/kg/ B IZHE]) MO 4 BB ER O #%
G (%5 3, 10 L1030 mgkg/H) T HL-mMEaT iix, SECAESE, TEH:, 2
AH B D & £ O RERD, RIMERR /XD A — & KOV MR O I QN i R IEME~ — 7 — D
Ko %D Zhger ZB T D RIENEL Th -7 (7 2.4.4-1). Vv 4 B AERR OB G20
DOMEEEVER (10 mg/kg/H) (2B % S-217622 D MR R (Crnax & T8 AUCo24n) 1, HFH
EFED Cuax LT AUC) (28.1 pg/mL XY 518.3 pg-hr/mL) & LT, TN 2.7~3.4 5K
W23~36EFThHoTz (F 2.4.4-2).

v 2 B KER QKRG REMERB TIX, 1000 mg/kg/ B o £ X% 1000 mgkg/ H 7 5
300 mg/kg/ HAZIRE L CH4G L7=HE, 3 ONC 300 mg/kg/ H O &% #e 5 U=t —E o E A2 5E
/BB N34 LT (26633 HEM)., £72, Vv 2 BRKEROD KRS HERBRO
1000/300/100 mg/kg/ H  (#), 300/100 mg/kg/ B (), KOV 4 BFKER D &5 #ERBRO
30 mg/kg/ H O H B CTHEG R 22 BT B X D BRIEFI 7 T 2B LT 283 A L
(2.6.633 H&L2.6.634HBM). 2o OFEKTHE, BEHREORD K ORESEZITERT S
EEZLNDIERT VT I UMSE (2.2~3.0 g/dL[333~455 umol/L]) &£ L CTU 7=, S-217622 Dl
EHEEREAZ N7 ET AT I (264411 HER) ThY, IRy TV RE
WIMAEFR T VT I v OFRVREZB 25612, TAT I UGN EfL, IR &Ry
BENZBICENT S ZENmoNTWDS [17]. BEELRFEESED bNMEAEOHEGHETHD
Crax 1 211 pg/mL (397 umol/L) LA ETH Y, MIEFT /LT I v OFNVIRE L [F% T2 T
2 h, THOERTIRIERS AR OMmEET S-217622 JEEOBIIMCAE, MR < FHL L
TeAlBEMEDR B 2 BT,

S-217622 7 < NVEERILEERICER T2 2 oo £ e LT, hArTidfEr Y vy
(LBil) Oz FEE TR E YV L E OB, WONZ HDL K UOMEELE Y A% > 232 (LDL)
L AT a— VOB RRD SN0, WTROEE S BET 2 REMR R E L E o T
o Tninh, TRV SRR L. (2.6.6.3.3 TR 2.6.6.3.4 THEM). YL TR HNZ
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S-217622 2.4 FERGIR OREFEREAR

B L GECHASE, WEM:, BEEEORD, RMECR/ T XA —Z ORI, i/ MER O KO
LI BT D RIEMEZAL), W NTE U LB O HOWT, BLFICELET 5. aL AT n—
S DEZBITONTIE, 51 ARER (T1211 38R) 1T W THRO LM/ HDL 2 L AT 2 —/LdD
B KO NY 7YY ROEIMMOIRBET 25T 5 HATHEM L 72RBROME R & L2 2.44.7
HTELET 5.

o RU/BAEDKEA

Hu 2 B BE R OB G ERBR I BT, 1000 XX 300 mg/kg/ B O &% fCEE G- L 71
2 il & 300 mg/kg/ H O &% ARG U 7= 1 41 C, g X3 B 2 7R L7 %288 1 U
BESEAGRO DTz, HE2 BIOSET/HSEHIE, A MLV ATFICH-7Z & E2RRT 581 (BB
BEORER, MRS o EAIEEELE) I ONSZ IS HE D im0 28 (BlEe U v @ik
T 50 L oREREY, RAEIIT Y L oRERER D) K OB IRER IS BT B REYEAE (BT Y %
B2 1 O BEZMUIRIER, WA ME O Rk, (Ol - TN - o fi/E PN oo ZeiEMERE R o
HIE) PROOLNTZ LD, TRHEA &R XD REBE(L KO A b LRI LD 0]
WHEE 720, HRIRBZ L VRICE ST B2 bz, M 1 FIOBESEEITIE, BRI &
OEIMIC L0 REENE(N L, HEICE-72EZONT- (2.6.6.3.3 HEBMR).

v 2 B AR OG- EMERBRIC I W TR ESE N B BV Do 72 50 mg/kg/ HIZE T
51514 H H D Cuax 2 Y AUCo.241 (€ FLE I 378~404 ng/mL } Y 7390~7810 pg-hr/mL) 13,
HEEHEHEICEB T D Coax X OV AUC) (28.1 pg/mL KUY 5183 pg-hr/mL) & e L C, ZEh
13~14E RO 14~15(5Th o7z (2.6.63.3 THKLUN2.53.1.1 THSM)., —F T, YL UIFETHIN
D B LTz 300 mg/kg/ H UL E D HETHE G L 72RO Chax 13 409 pg/mL (769 pmol/L) LA ETH Y,
v 2 R RAER DG EERBR OB LI R o mEh T L7 I R (3.5~4.5 g/dL [530~
682 pmol/L]) Z# X T\ 5. X 51T, BEAEH TITBEE FoRERZLIZER L TET L7 R
VE (MAEF T VT R - 2.8 T 3.0 g/dL[424 XiE 455 umol/L]) 2L CW\izze, b
WO K HITHETE K OWESERF] TIEIERE SR D MR S-217622 JREE D¥EANZ LYY, FEMED iR < FEEL
LiceEZx bz, —F, HEHEHREICBIT S Cra i 28.1 pg/mL(52.8 pmol/L) TH Y, E
DT IVT I EE (4.1~5.1 g/dL[621~773 umol/L] [18]) (T L M4 R4 B2 23+ 43 1TV 7=
W, & FTIET AT I A ORMIC K DI GO MmET S-217622 JREEOHEINANE Z % wHE
PRV E B 2 BT,

FETMESEDHR L& 2 Hiud Bl REGCA I, TUCBET 25 EERIL, AFIOF 1M
T OV 2/3 AHEBRICEB WD TERD S AL TUWARY, FEL/BEERIZZR b 7= 1B A B i <oum i 11,
MOEFF THRO LN TED, £ 2442 ([TrTEY, HEEHEHREICBIT 2BEEITTL
ML O B KER OB G EERBROBEEEICB T 2BBEBROFMANTH S, IHIZ, K
RO 1 KO 2/3 FHRER CIIRKICBEET 2 /A FFZIIBR A TITRO LN TE LT, #
JEDNEM: K LR REBEL LT D0, EERLDITRD Lo T (2,552 ).

P boz &ind, BMEEAERETIE, MEMEICE S BEERAEFGRILO TREME I3 T
BneEZoN5.
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S-217622 2.4 FERGIR OREFEREAR

Mg A

v 2 W SAERE 0BG EERBR O 1000/300/100 mg/kg/ H £ 5-HED Ik K OF 300/100 mg/kg/ H
B GREOMEIZ I T, NRMHANGRD & 47z, MEREI | @M DR B 13 e 5- IR O H 2vE <,
P 5B OB IR T A IS B~ 2. E72, 2 B ORI g RS &
Niehoiz (2.6.6.3.3 EHBR).

MR, Mk R 2 S 2 SRR o THIARME & RIS KRB S h,  FRPEDJFIK O —>
& LT, P2 EREB OB IR 722 PDE4 [LEIC X 2IEHAEA N HE SN TS 19
~22]. AHN D EIRFSEIREEAT Cld, PDE4A1A, PDE4B1, PDE4CI } () PDE4D2 OFLE/ER (ICs
=63.2~75.7 umol/L) 3 HEFE S 472 (2.6.2.3.1 TS M), Vv 2 BRI ERR O & G-tz s
THREM:-A3FRD B 4172 1000/300/100 mg/kg/ H £ 5-HEDHE K Y 300/100 mg/kg/ H £ 5-FE DD IR
BT Coax 1% 14~17 pmol/L (FoZRMIRE [433~520 pg/mL], 4r+& [531.88] KOV L i &
VORI FEGRH [98.3%] wILICEE) THY (2.6.6.3.3 LW 2.64.4.1.1 THE), £FE PDE4 i
FHD ICsoffi & OAEHEIL 3.7~54 5 Th o7z, RIR L@, VLo mAERETlE S-217622 7+
MBHSREGR & T VT X UREG ORI Z 0, FEREE IO M S-217622 JREEHEN L 7= W HE
ERHD. ZNbEBET DL, Vb2 HBRKER DG HMERER O & &R TR bR
M1, FERFEAY PDE4 FHE IR L CW D A[EEMEDR H 5. B NIV TIX, PDE4 @ ICso fiE (63.2
~75.7 pmol/L) 7%, HFEHEM EIZIIT 2 IEFEGT Crmax (1.2 pmol/L ; ¥a3EMIREE [28.1 pg/mL],
1B [531.88] Ok hil#Erh & X T FEEER [97.7%)] HEH) (2.5.3.1.1 HE O 2.6.4.4.1.1
TESMR) (IR LT S3~63 5Tl L C\W\ 5 Z &, HEEAEMEIZBW CIEEIRN PDE4 [LE
WX VIEHNE Z 2B EE X LND (2.6.2.62 THERR).

HEEAEAEICBIT 2 e MRGZERIE, Y 4 BRERDERGBRERBROBEEEREICE TS
BRI OFPIAN (Cmax 1 2.7~3.4 5OV AUC : 2.3~3.6 f5) IZHV (& 2.4.4-2), KHIOF 1
KOV 2/3 HHRBRICEB W TR, BORRBLZL0O0, EERLOI o7z (2552 HS
FR). DLEDZ Eonn, HEERERAEICB O CIRHCELS BT 2 ATREMIEH 523, NRMHOHE
DRERLZEEFRICENRIBSIBENEEZOND.

BEEORED

Yov 2 T AERE 1 B 52 ERBR O 50 mg/kg/ B DL E O G5RER O 4 I SERE D B GatEa
B2 D 30 mg/kg/ H % 5HEC B W CTHEERRFD 38O 57z, WIoRBRICB W THIHEE~D
WENWEEIRD bNT, TOMFITRATH 7. Vv 4 B KER D &5 3RO
30 mg/kg/ H & 5HE TR DAV BEE RV 1345 5 10 H B UARRICHEL L7z, B a1, RS
IZEVEE L (2.6.633 HKLD 2.6.6.3.4 HZM)., HFMIEMEIZBIT 5 e MEEEIL, L
4 ERXKEROESFEERBROBHEERICB T 2BEBEREOHHN (Coax : 2.7~34 [FEW
AUCooan : 23~3.6 %) IZH D Z & (37 2.4.4-2), S-217622 7~ /UERILiE L O IR T & B 51 R
ISHMEEMTH D Z L, AFOFE 1 AHKOE 2/3 FRBR T, B T2 UCBET 2/
EEZIHM R TIEREO LN TV R 2552HB) Z L, HFFHIEAETIE, BEIKT
R IUCEE L2 EREGNE Z 5 ARV EE 2 oNn 5.
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S-217622 2.4 FERGIR OREFEREAR

RILBRR/XT A — & OB

Yov 2 T SCERE D B 5B ERBR O 50 mg/kg/ B LA EOF 5RE K O 4 B SERE 0 B 5 tEa
5RO 30 mg/kg/ H & GREICH VT, RIMERR/NT A —% (RIEREL, ~F7 1 e gE RN~
K7 U M) OB BRD STz, —E OB TIEEIRIR MERE OB X T BRI 51
MG Z > T2, IRIMEREFE M OVRIMER~E 7 0 B AREICEE NN L&, AN
ZRET AN (T ARTEUEET I ) NI A7 =5 —F, AEBkFESR, REARSOL
) Z2EDholoZ &, MIETO ~MBBE O LN E0nd, 30 mgkg/ HUL EOEEREIZE
WTRRD BITEARIMER ST A — & ORNTIMEINEMIER T2 & B2 biviz. Hv 2 HEEk
O 4 BRREROFREFERBROWVTNICBWNTY, HGHETICERD bR RILERR T
A — 2 OWDIIRENC L0 [A1E L2 (2.6.6.3.3 THM (1 2.6.6.3.4 THSRR).

Tv 4 8 RAERE D % G- MERBRIC 38 T 30 mg/kg/ H % G-RE TR0 BN RIMERR /R T A —
ZOWY (A 1%, &5 LR E2D 27 HHOBICHEE L2, KRHIOEK T ER G HIHIX
SHEEEHCTH D, Fo, ERLeL oI, HEMEARICES TS MERET, Y48
AR 1§ G- R ER O MR B 1T 2 IRBE RO (Comax : 2.7~3.4 15 % OV AUCo.24n : 2.3
~3.61%) THDHZ L (F 24.4-2), KEIOF 1ML O 2/3 FHRBRICBW T, A2 B
LA EFRRITHERATIIRO LN TWARNWI Evh 2552 HSMR), HEMAEAETE, &
MLZFAUCEE L 7= A EFENE Z S MEtEifEn e B2 o b.

1/ NRE DI

Pov 2 W AERE OB RER O 50 mg/kg/ H & G- REOME 1 61 % Y 1000/300/100 mg/kg/ H £
HREORE 1 HlzI\W T, /MR ORD 23388 7=, 1000/300/100 mg/kg/ H B 58 OHETIZ,
BRICBWTEZEKOEMA R o2 s, BMIEERZ T LeZ (b TlEhneE2H
A7z, 50 mg/kg/ B & G- REOME TIRE BIE R O 2o M P ZEA b 2 fE o, B 228k Th -
7o AREEFREG) I MR OB TR D LN -T2 & h, BIEWRH D B2 LT
(2.6.6.3.3 THE ).

PL 4 B BAE R O % G- Tl 30 mg/kg/ H £ TORBEICBWT, MM ORD 1372
DN T (2.6.6.3.4 THBIR).

HEEAEAEICBIT 2 e MRZERIE, Y 4 BRKERDERGRERBROBEEERICE TS
IR R OHFAN (Cmax 1 2.7~3.4 5 KT AUCo24nr 1 2.3~3.6 fi5) IZH D Z & (£ 2.4.4-2), KHID
1 MOV 2/3 FHERBRIC 38 T ML O R0 AU BIE U 72 A 5 4B R TR
HILTNRWNWZ &b (2552 1B, HEEHEARTIE, /MR OBADRLZUCEE LT
AEFLPEZ D EEXRNEEZ BN D.

ZIRER BT B RIEHEEL

v 2 W SAERE OG- mERBR O 50 mg/kg/ H DL E DB ERHZBWT, PlEL Y v 38
FUF B ARRRER L ORI BN, i f OSB3 BAR o i A JE B ONC AE,  TRAR, HRER (RS
T OVESE OO A | - A R E AR =R O SIEMEMARE 2RO bz, £z, ¥L 4 JEfH
AR 0 # 5-3ERER CTlE 30 mg/kg/ H £ TOMEIZHBWT, M 1 FICTHER O OfEICE
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S-217622 2.4 FERGIR OREFEREAR

W CRIEMERIARIRIE S DTz (2.6.6.3.3 LD 2.6.6.3.4 THEHR). AfFFlZB W TITWT
DlF# 2T b EE M MAEBE DI I Do 7. ERRE Y, H iz S-217622 7~ v
Bl Lt i & S £ U 72 BRICER D B - SIEME IR, MRS I3 5 OGS i & BE
FICERN LZbOTIE RN EARB I, £/, MAERERL ORI & o BEERIEME
B LT RIEMIRART, RIEMRENERIRAE L LTREOLID Z N BTV D lES
IR BTz [23, 24]. 20 DIE&HTIRED I L > TRIENE Z VT WEFTE B2 bh
L2, FERORIEMEENIL S-217622 7 ~ Ltk iblc X DA SR BN 6t T D s RE D
TLEIC L > THERSNETREENE 2 DL, ok, YL 2 BBIRER D #E5FEERRO
50 mg/kg/ H #5-REDHE, 1000/300/100 mg/kg/ H -5 O HE M OF 300/100 mg/kg/ H ¥ 5-AFOMEIZ 35
WTC, 747 = UOBEMBRD B, ZHIE EROBEERIEMIEE ERE L RIENE
EICBEELZELThD B2 L.

YL AR RR 1 B G- T5VERBR TR & T2 & T O RIEVEZAL i ORIEME~ — I — BT RER 2
X VmEE L.

HEE B RIS 5 e MBREREIL, Vv 4 BEBERER D RS HEERBROEEERICB T 5
IRFE B OFPHN (Cmax 1 2.7~3.4 5 &L OV AUCo0an : 2.3~3.6 1) I2H D Z & (3 2.4.4-2), KAID
%1 RO 23 FIRBRICB W T, AFIOFE B 5 KIEME~ — B — O ZEBRLSEN 2L
TR B2V BE S TITRD bR TV RN L (2,552 HSM), HiEHERETIL,
RIERLZE PR U722 Z 2 AR IRV B 2 o 5.

o EU LB VDN

v 2 AR AERR O & G- ERRBR O 50 mg/kg/ H UL E O GHE K O 4 W SAE R 0 B G- kit
B> 30 mg/kg/ HFRGRHICRB W TR E Y LE Y (TBil) KOEH#E Y /L E > (D.BIil) OB
Do, TBil OEME Y H DBl OEMOGH/NE L, MFEFE Y LE OBEINE LBil O
MR FETH -7, L, WTFROMEEIZIW TS ML AR A K& OV BRI 2R 1
BT, MU S o Wi R ONFILEEE 2 R~ 3 5 23R b o lo (2.6.6.33 HED
2.6.6.3.4 THZHR).

S-217622 7 ~ Vs S OATPIB1 } (N OATPIB3 FAEMEA AT 2 (2.6.4.7.2 THSM). I
CAERL S 7z LBil 1%, OATPIBI MO OATPIB3 Z 41 L CHF&HICE Y iAEh, F v o iR
BE SN RICHES D [25]. PV RIER DG EMERBRIZ VT LBl #2380 bl
30mg/kg/ H UL OB ZFHG LBED S-217622 O IEFEAT Cuax (X 7 umol/L (6 M i B2
[211 pg/mL], 4> T [531.88] KOV /VIHEF & 237 5B &3 [98.3%] &) LLETH Y
(2.6.63.4 THN(2.64.4.1.1 THEM), ZOfHIX S-217622 7~ /Ligdtikihic X 5 OATP1BI1 FHLEE
D ICsofE (13.2 pmol/L) (ZHTELL, OATPIB3 FHEMEM D ICs fili (3.51 pmol/L) LV & FEHv»>
. TOZEnb, PARKERAREEERBR TR oo imiFh e Y L e EOHINE IS
OATP FHEMNRG L TWDH Z LRS-, 728, Bl L7k Hicdv 2 HERER D BS
mPERER D 50 mg/kg/ H UL E O GRER O 4 B SAERR 0BG mERER O 30 mg/kg/ H & 5-7#ET
XM ESMNAIM A RE SN TR Y, RIEKFR/ T A —F Db %> T D EIRIZES VTl ig
HE UL OIMOER E L CESNEL S FE Lk B2 65,
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S-217622

2.4 FEREIR OWEFE A

AFIOE 1 FRBRICB WL, SE U LVEVIEROE Y L EAEOINEERD 5T
VY (2.5.5.2 THZMR). 5 2/3 FERER (T1221 3BR) @ Phase 2a Part CTi, HiEHIEHETH S
375125 mg 5LV mE Y A EVMEKR O E Y L EAMEDOEEINIETR D HIL TRV,
750/250 mg 512 L 0 AR OFEIZEES 2 m v Y VB UIMSGE R L e Y L e IR E R
Z 123 BICRD Bz, F£72, Phase2bPart Ti, HFEHAEHAETH D 375/125 mg 5K Y
750/250 mg $5-1Z K AANOREICEET M e U L E UEINAE A E R 1/140 6 TR B
LTS, WENO—RFREB TH D LB LN (2552 HKLDN2.5.5.3 &),

HEE A& (375125 mg) 1281 D IEREATL Crax (1.2 pmol/L) fifiix OATP FHED ICso i
(3.51 X132 umol/L) k0 HAKMECTH Y, OATP PLEMNEL Z 5 alfethiT k<, HiEHEHET
1%, OATP BHFICERN LcFEEZ 5 & & Z i e Ex ons.

# 2441 S-217622 7 ~ JUIRIERS L O SRR 1 # G- MERABRIC 6 1 £ /e tEpT i

Dt | G | BEGE (mgkg/H) | ERmEMERTR
Sy |2 [ 20, 100, 1000 ke L
7" Taam 20, 50, 1000 mEA ke L

[#£] 1000/300/100 mg/kg/ H, [#ff] 300/100 mg/kg/ H : FE1/
10. 50 BHAE S OV

5 THET1000/300/1000, >50 mg/kg/ H : RIMEKR /ST A —Z Db, i RIEME

SR oo = DI 5 SIS B ST,

s B 2 5 (R EJR D B O/ M
30 mg/kg/H : RMER/NT A —F O, EBEEERD %
48[ |3, 10, 30 S (RERD, M SIENE~— I —DEB &S T8 &

UHEEERJE 2B 1T 2 RIEMEE

a  FRRIERIE R LR

#5.3 H B ORGRNCEER L L7120,

53 BHEHMNSBEEEE 1000 mg/kg/ B 2> 5 300 mg/kg/ B (2B

L, &b, 58 HHOZGRNIETHNRAE L2, #58HANLHEGES 100 mgke/ HIZJHEL

7=

c &5 8 HHEHORERITHILNFA L=, 59 HENLEEEZE 300 mg/ke/ H2>5 100 mg/kg/ A (2B

L7z.
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S-217622 2.4 FERGIR OREFEREAR

¥ 2442 S-217622 7 ~ /Ul L i O RAERE N B G- tEslBRIc B8 1) D EtE & &
S-217622 @ A H g EE & K OVERIR & Oz b

BT b5 ERI Crnax AUC_24nr MR % L
(& 5- 1) (mg/kg/H) (ng/mL) (png hr/mL) Cinax® AUC24n:°
7 vk 1000 i3 269 3850 9.6 7.4
(2 ) it 319 3940 11 7.6
7 bk 1000 1 263 4270 9.4 8.2
(4 E ) il 359 5380 13 10
L 10 1t 77.6 1220 2.8 2.4
(2 ) i3 75.2 1170 2.7 23
% 0 i3 76.8 1170 2.7 23
(4 ) il 95.9 1850 3.4 3.6
( SEEI ;HEJ) 375/125 mg P 28.1 518.3¢ N/A N/A

N/A= i HEd

a  PEEERR AR 1 FIEER (T1211 38BR) @ 375/125 mg (%51 H B D& 375 mg, TOHEE 2~5 HAIZ
125mg Be5o 1 B 1 EIRKEEEYS) B5 5 HE O Cmax (28.1 pg/mL) (2.5.3.1.1 IHS ) 124509 5 K HERRIZK TS
B G H D Conax DL

b REEERR AR 1 AHEER (T1211 3UR) o 375/125 mg $65-5 H H ® AUC.: (518.3 pg-hr/mL) (2.5.3.1.1 JHEHR)
Wkt 2 K ERERIC IS 1T 2 B 5584 B O AUCo-4n D L.

¢ MEEERRAKIZES | FHRRER (T1211 3BR) @ 375/125 mg #5-5 A H ® AUCo-

2443 EiEHEEHR
S-217622 7 ~ VERILHE G OB 2 T DI IR 2288 Bk, (ZFLVEOER R ML 2 V5 /M
R E VT v AW /IMERBIIEETH Y, S-217622 7~ VR OB mEE Y A 71X
TRV BT LT (2.6.6.4 THERHR).

2444 AR ER
S-217622 7 ~ Vi Hfl S LR IR Tl IS |k T 5 B & W 2 & R OVENE L 7@ 55
PERBROFRERN R TRIETH 722 L KV (2.6.64 HBM), MBAJEPEORREITR &l L,
23 AUJRMERRBR 1T M L 722> o 72

2445 AEFRAE SR

ARG A F R TR Do e m T R O E M R A R 2.4.4-3, BRBRICEK T D Mk
HFHRZE R (Cnax XY AUCo4n) W ONT GG E A RIZH T D MAETIREZ & (Crax XY AUCo-)
LD EFR 2444177

7 v MR K O WIS A IC BT 28 (& 5-& 20, 60 &Y 1000 mg/kg/H) Ti,
1000 mg/kg/ H £ TOHET, HEHEO—IRRE, ZREEXR OREE, W ONIHIIIRIEAIZ3 LT
WEIIRD LN T (2.6.6.6.1 THEW). F7=, 7 v A - BIERAEICET 2R R (R5& :
20, 60 } TF 1000 mg/kg/ H) TIE, 1000 mg/kg/ H £ THE - e ROTEREE T K OBBEITFER D b T,
REEM) O A TERERE I B TER D H LR D> 72, 1000 mg/kg/ H #GREIZRB\WT, REEM) TR 51
il 238 U 7 AR E Nk g G- 1 2 B ERD BB O 6. i - BRI T
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1000 mg/kg/ A % 55 TREE DR B IR IE K OVE R ZZFPT AL & U CEVIMBRINIE OG0 H i
7208, ZOBATIREICHEOEET A2 L E LTHMOLR TN D [26,27]. LA EDOHRERND, Mk
DERERERE, PIHIIRR AR 9 5 MM EIL 1000 mg/kg/ H, IR - BRI A, HEK ORFEM) O—
Pt IC B4 5 MR RT 60 mg/kg/ H &I L7z (2.6.6.6.2 THEMR). ZHRHE K OCWIHIIRIE A1
B4 25 BRIC R 1T B MR B ITIE L TWO ARV, T v b 4 BERER N#G5HERBRO
1000 mg/kg/ A 31T % Ciax X TN AUCo2an: 13, HEEHIIEM&E (375/125 mg) IZBIT HIRFEEDOL
NEN I~ fELNE~I0fFTH -7 (7 2.4.4-2).

7R - BRVEFRAEICEE T 2B (85 0 30, 100 &1 300 mg/kg/ H) TiE, 100 mg/kg/H LA
FORET, BEWIBO TR Z D RERDPRD B, RIEOEKRE HEE - W
B« MO ERIZRERY) KOERENRBD b, £72, 300 mgkg/H O & TITHE -
JRIRAEFRORENRO bz, 61, BHEREBHERHD AR L 100 mgkg/ HD 1 #ilicE
WCHREEDSFR S B AL (2.6.6.6.3 THZMR). ATz 7 W CTIXBAZE R B EFINHNC K 2 JiiE Kk OVFLE
DHESIINTWND Z EnD [28], ARBR TR BV FEIT S-217622 7 ~ VB IS 512 &
DIBEE R ITEK LTV D SRR SR, D ORERN S, ARBRICE T 5 RO —i%
M, REEV) O AEFEFNE R OWE - fe RS AEIZ BT 2 R ME B X ) 9740 D 30 me/kg/ H &Il L7z,
IEHR 7 B2 31T HIHER S-217622 DUEFE E (Cmax &2 TN AUCo24w) 1E, EILZE 41 68.8 pg/mL
V1260 pg-hr/mL TH Y, HFEFAEHAE (375125 mg) BT 2BBEEOWTNE 245 TH -
7o (R 2.4.4-4). B OB O RBEFE KT 5 RHAFEEDOR G, I N FEHI# O S-217622 7
~ VERILRE S O G IR « IRIRFEAIC B 2 DA R 2 BT, &L 3~4 H) ©
UM - B IERAICEET 5B (R5&  300mg/kg/H) A FEM L-. FORER, R
DEHIZB T HIR « VDI OB O RERE LR b, T ORBUEE X E
RIOYIMBER TRV EE Ch oz, Lo T, BEOEIEHKOFERT & KRN L ORMHEIX
SN B2 o 72 (2.6.6.6.4 TEBR).

7w MHAERTR OCHAEZOFRET NICHEOEEICET 2R (&5 % 20, 60 X
1000 mg/kg/ H) Ti, 1000 mg/kg/ H OEFEMWY T, AREOHEMME] L OMKMEwE, SaEm), 3
T 520 BHZB W CHBEAIIC 2L AR Sz, £72, 1000 mg/kg/ H FE5EED F1 HA
BT, BHEEEICER L EEZ X 6D MAER, A% 0 H KOS 48 A7 K O 5 HIH
i U A RKREOMRE, 72, IRBBAEK OMEREDPERFADBIENRD b/, UL LR
En, REBRIZIT 5 RE O AFEHE K O — B NS R R O R A1 B3 5 etk &
1% 60 mg/kg/H & fIBT L7 (2.6.6.6.5 TS ). ARGBRIZ 35\ C A R IR EE & IXHE L TUOZRUAS,
ARRBROBEMERICK T DMET v N OIREEEE (Cnax LTV AUCooan) (£, 7 v MR - IS4
BT ARBOBBEEELZ BT 5L, T 134 pg/mL KON 1990 pg-hr/mL Toh 0, HFEHE
& (375/125 mg) (2B A METIREEOZN TN 48 [ER 38 HTH -T2 (£ 2.4.4-4).

U ED XSz, At mERiicis e, vYXCIRIEOHEE - g - Mg o8 ofig
I RE L H L O R 7Y 100 mg/kg/ B UL EOHBETRD bz 2 &b, S-217622 7 ~ /Lfedlfh
B VI TR LT B ATRENED & 2 othlciE, # T RETRWVWEBZZ D, MR Y
100 mg/kg/ H 5 L7z & & O miEF S-217622 DIEFE & (Ciax & ¥ AUCooan) (£, TNLEN
167 pg/mL }2 OF 2580 pg-hr/mL T Y, HFEHEME (375/125 me) ICB T HIREEOZNEN
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59 5RO 5.0 (5 CTHoTz (FF 2.4.4-4). HAERTR AR ORAEN N RHAOKEEICEI T 55
BRICEBWT, v b T“@J% MR b & (RRIBEHEED 6.6 (5HHY) THIR%HI &
OB IR O G L 0 RO IR B ITHENRD bz, S217622 137 v h O gk
%@ U CHR IR ;@ﬁﬁ“é TR T v FOHITIBATT D22 LB TWDA, B MO
H~OBITIIAHTH S (2.6.4.4.2.2 HNON2.64.6.12HESWR). £1-, —EEERBROZ2IE
BEZ DL FTHATORIZEIT 2 BIGETCE V. LEXY, #AMIHOVTIL,

S-217622 7~ /L ALHE i&ﬁﬁ;ﬁf’ﬂ#&@&%@? B EMRIIRAL L2 ENEE L.

# 2.4.4-3 S-217622 7~ /Uit i o A FEA A TR MERBRIC BT 2 22 2t it R OV R
P
B | R gg iji/a) LT L A R
WERE . 20, 60, e
<o | =7 | 1000 ﬁzrﬁﬁ;@ O T, —_—
WE R A 4 e, MEAEGERREE, ME—AREEME, MEAESEREHE KON
WIS E @ 1000 mg/kg/ H
IS50)L7)
1000 mg/kg/ H : AR HE O HMMH] K OMKABAE R, 12 ET4H],
HAARR - IR
HAE# D 0. 60 F1 4R
AW | A 10’00 ’ 1000 mg/kg/H : A REARAE, A% 0 B R OER 4 HO
_ N S2IND) AELFRICT, REIKE, AR BAZ N OWMEREE s o AT
770 e B e
BEM— e, e AESEREE, Wt R o4t
60 mg/kg/H
IST0)L7)
1000 mg/kg/ B« REHINE &K R & O
I - B8
[ = %0 20, 60, 1000 mg/kg/ H : 7 VAR EE OARAE K OVE AL AE, W ONT %L
b e " 1000 BRI B OISR |5
T
REW—ieEtt, 1 - B4 - 60 mg/kg/H
REEN A TERERE © 1000 mg/kg/ H
IST0)L7)
100 mg/kg/ B : FRFE
> 100 mg/kg/ B AR OKAE K OEER &)
I - BRI
LR BRRIE 30, 100, > 100 mg/kg/ H 'E’%O) ;*f,\% (K& 5y 8/ E DA
TR e | 300 W ORE, e ORFIR RS
300 mg/kg/H : & - Hﬁb‘%éf LOIRAHE
et
REEVY — e, REEV A TR RE, IR - R VAR 4E 30 mg/kg/
H
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* 2444 217622 7 ~ VPRI & O /LTRSS A B ERBRIC I8 1T & S-217622 o i bR
& LR & OgER L
e B b Cona AUCo 24ir MREEIL
(& 5111 (mg/kg/H) (ng/mL) (png-hr/mL) Cinax ? AUC.24n,°
20 46.1 618 1.6 1.2
IR Z > B 60 (FEEME &) 134 1990 4.8 3.8
1000 240 3400 8.5 6.6
30 (MEFEE &) 68.8 1260 2.4 2.4
IR ™ % 100 167 2580 5.9 5.0
300 220 3840 7.8 7.4
( SEEI ;Eﬁ) 375/125 mg 28.1 518.3¢ N/A N/A
N/A= T

a  PEEERR AR 1 FIEER (T1211 38BR) @ 375/125 mg (%51 H B D& 375 mg, TOHEE 2~5 HAIZ
125mgHED 1 B 1 [EEERSE) %55 0 HO Crnx (28.1 pg/mL) (2.5.3.1.1 THBR) (3T 2 & HFERBRICBIT 5
B G H D Conax DL

b REEERR AR 1 AHEER (T1211 3U%) o 375/125 mg $65-5 H H ® AUC.: (518.3 pg-hr/mL) (2.5.3.1.1 JHE )
WX 2 A BRI IT 2 B 5 5&AE B O AUCo24n DLL.

¢ TREEERAKRIE | FHERER (T1211 3&BR) @ 375/125 mg #5-5 H H ® AUCo-

2446 BT RIS ER
T AR L.

2447 Z DD E R

o tEMERER
3T3~ U AMFESFMIREZ WS =2 — N 7 v by REGAA B MERBRIIEMETH D, S-217622
7 VBRI B SO EEZ A U A RREITIER IR Lol L7 (2.6.6.8.1 THSR).

e HDL =t L 2T a — LB/ R O 7= b ORER
S-217622 7 ~ VLSRR O 1 AHRBRICE W TR bz HDL 22 L AT a— L Ojld O %
B2 /a2 BT, HDL ®a L A7 o —/LEIEEL N HDL 12X 5 2 L AT 1 —/LDR
I AT 2BETHLIMBER L Fral 27— AT VNV T AT 2T —8
(LCAT) 1EMEIZXE T 5 S-217622 7~ MV ERILfE S OFEH % in vitro THRGE L72. Apo-Al % FE ¥
VRIEELTEL Y ARE N7 E (HDL) 1L, KB CTREIE oTca b AT o — VAR
Mo~ v 7 7 — Vil L D BT 5. B S 722 VAT a—/ X LCAT I2L bV =
VAT B —VIT AT LSV HDL ONIHIZE D AE D, Zb a L 27 a—/ Lali kT
AT IALDOEFRIZEB N TR T A AW KEZ < 7eo7 HDL2/3 2 LV AT r— ARk I, 0
%o L AT o — VIS D JA RSN HRE S D [29~33].
AHIOHE 1 FHERD 750/250 mg ¢ 5504 Y R~ 15 A > (HDL, LDL, VLDL[#{KILE Y
RE LRI ROIA I 7y [CM]) ZRLFA RIZE D S GIZEERICE L, & EH o
EEMIT AT o Tt R, VIROIREZ®ITIFR HDL FOa L A7 e — b Th o7
(2.6.6.82.3 THZM). JAY HDL |, HDL 23 KRIHMMRE D= L 27 o — v x2mI L, A
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ADREL o -l THDHEEZBND [34]. £7-2, HDLIZ KD 2L A7 o —/Lall~D
BB % invitro #ABRZ K L7245 R, S-217622 A% HDL 12Xk % 2L 27 o —/LEIEE KLY
LCAT % [EHAICFET 2 AletEiEV & B 2 b i7e (2.6.6.8.2.1 THK 11 2.6.6.8.2.2 THZ ). LU
oz Ly, S217622 125 % HDL =t L A5 o — /Lg%, HDL 8= L A5 o — L&Al L
T2 LARE D R FE ST PRI S B U7 Z SRR T 5 LR S e, 20T IR CTh -
7.

AR D 1 MR D 750250 mg = H-RFONEEMHTOFER, HDL = L 27 1 — /L Ofthiz
R LT E7RZMIT/ N LDL @ 2 L A7 1 — W, I ONZREY LDL & OVIVEL VLDL @ k
V7 U%Y) RO#EMTH-7-. HDL O L AT 1 —)Li%, LCAT IZ LD = 2T b &Nn=#%
2, AV AT UV AT NHRYEHZ 787 (CETP) 12X > C LDL XU VLDL 3Ed h Y 7' &
U REREESND [35]. S-217622 OFHIZ LY il HDL o= L AT o —/Lb RNz v, %
D WAL LT CETPICK A HDL =L A5 1 —/LL LDL KTOXVLDL O R U 77U & U R
A L, /N LDL @ 2 L AT v —/W<e, /M VIDL K OVRELLDL o ~ Y 7' U &Y
REMEE DI N AE T T2 L& 2 BTz, S217622 7 ~ VRSt fh D YL 4 T ER D #5-5
PERBRICIBWT, 510 X127 HBIZ 10mg/kg/HUL EOHAETHDL X OVLDL 22 L AT 12—
B RD b, 10mgkg/ H ORAETIIM = L AT 0 —/LOED, WONS 30 mg/kg/H O
BRI VAT — LML N 7)) ROHEMEZMES TV, if_i“ff%fﬂ%ﬁk%ﬁ%ﬁ
AT, MAREFEICE T A IFHERATRD it (2.6.6.3.4 S, YL TROLNRE

OIS B 2B 80 72 28 0iE, P = L AT o — B PR C D U R a5
AT a VAT a— )L OARRITTHEIC L 52810 & HEZL S 5 PINRIE BRI 351 2 IR ARAE K o>
TholeZ &, TNETAADOEKHER TERLR N 7)) FEINICE> TNz &, @&
DONTREDOEIARADOE 1 HRBRIZEWTEREK THESHICEELZZ 1D
(5.3.3.1-01 28), ¥ U THRE~ORENT 25 H EFEHGITEN DT &Il Lz

245 IR R U
AFNOIKERZN), SYBRE LR OFEFEN T 0 7 7 A V&R ST 570 7 &
R E U CHRRRRAR 2 S0 L7, FERRARRRBR O pAE 2D, b b TIHEET & AH O i
L LT, BEEORD, RMEKRZENT A—FORA, Ll 2 RIEMZE L, /WD
B K OMEMNBD bz, ERRATANRO LN IBRER S HFEHEHRICBIT S e MEER
DN 2~3EDOTRBEN &V, EHEZERE, BB TR DN LXK ClEEo o h
TV, AR AFERBR T, v CHRBSET TR IROMEE - Bird - 6 8% ol
BRI RER K VRO DT Z LD, S-217622 7 ~ VIR HAE S I3 U TR LT
DARBMED & D LML, BT RETRNWEEX D, £z, HAERIROHAEROFAT N
RHAOBERRIZET 23 BRIC W T, IEIREH R OB P OB EIC L0 RORAETITHKE
(BB 5 T ATREME DS R S T2, S-217622 7~ VIR dEfEiIE T » RO A @ U TR IRICE
1732 L ITRAT v FOHAITBATT 2038, t%@%ﬁmﬁﬂﬁiﬁﬁf%é.it,*%
BERBROZRN A EZ 2L FOHAFORIZE T 2 BTG ETE RV, BELY, &
FLIRIZ OV TIE, S-217622 7~ Lfigdt Fmiﬂ5%ﬁ¢&o&5&7% EMITEEL L2
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TENRLEFELNWEEZD.

In vitro JEMENRES-AOMH AAEHRREBR ORE R, S-217622 1% P-gp XV BCRP £E TH 5=, =
O OER L OFHEANC LY S-217622 OIMETIRENEE T 2 alRetErrEniz. £/, &
WROTA RTA L OAA H A [T~9] I[ZHEVHFEFEHEIZE T S-217622 N EHKD
PKIZE 2 258 EBR LT L 2 A, CYP3A BEMEM, CYP2B6 OFFE(EHINE TN P-gp, BCRP,
OATPIBI1, OATPIB3 &N OAT3 ORAEMEMZ/R L, b OREEKD METREZ L& S5
ATREMEARIR S LT,

S-217622 7~ LBILHERICHIT o 8 P CHEBETARELAMETFHMECE TR Y, FEMARTHMN &
LTHRELTND EEZD.
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