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ER=— ANFHRINBRVEBE L LT, a2 X MK EVWSTZE KRR Y Y —ADRERITKHKE D
MIRWEIEBBREL BT LN TALY, ZThEMIET 25 FiEL LT Model Informed Drug
Discovery & Development (MID3) 23%F G5, EIGLOEYEESIK ) F, BeMtEE Vo
e7m 77 ANEETIVICHREGT HZ L TERMICHIRL, K- MAEEZ#VIRT Z &L TEOM
WROKEEZm D, BMEARBRORIHERLZEmD 52 & 2T 25 HEmTH D, AL TIE,
YR in vitro KR LT DHIEMIRN G, b FERR ET DERICEATT 54HIC MID3 2@ H L,
IR B 55 15 1 % Pharmacokinetic/Pharmacodynamic (PK/PD) €5 /L & L TER L,
ERRHEALDEELEABA NI TV —ONEICHKT 22 LT, MID3 2B 5 —2DFkE
ARSI T D L2 HBE Le, FEKT —%% PKIPD £7VICHEG LT, & MRS &
(minimum anticipated biological effect level [MABEL]) #H#£i€ L 7=k E1IEKH 508, H#HEE
L7zt h® PK/PD & First in Human (FIH) 35272 545 5 4172 PK/PD % b U 7= &5 13720,
BiIK 7 = — XIZADRTO B~ PRK/PD OHEE I TR RO Ta <, EBEOT — & L Ol T,
X0 EBICMID3 DFHMEEZRA 2D EEZ D, A TIE, Y ZITV, RIEOHH
PEERFIZONWTELR LT,

AKWFZETIE, FEEEKET —F %2 PK/PD 5 VICHAEL, RTRYOE Mufil7 727 Z A
v (FKN) €/ 7 a—F 8k (mAb) Th 5 E6011 Ot hy)E#E G &L L C MABEL % # /&
L, FIH #Br %3 E 7% L7z, wic, E6011 @ FIH #Bki %2, KT —% 2 7= PK/PD
ETFTMICRDHEE LB L., £72, fe< BHIERRBRICH T TARM T EDIREIZOVWTHSE

=1L,
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71 =7 A PL#E n=19 (2 0.056~100 mg/kg % H[EIFFARN I 5 L 72 & & D iiiEH E6011 & Uk
FKN 2 AW T, 21 PK X O PK/PD EF /LA REE L7-, MLiE T FRKN ¥ 3w
FKN KO3l FKN & E6011 OfEEROFE L THIE STz, fEHTIZIX nonlinear mixed
effects model (NONMEM) version 6.2 Z M 7=, &#& PK KO PK/PD &5 /1% Bootstrap
re-sampling technique % 0" standardized visual predictive check % TRl L 72z, MABEL
X W FRN % X— 2 F A EN DK 10%30#14 % O 46572 E6011 O 58 (mg/kg) &
EFLI, W=7 AP LD PK EOPK/PD €5 /L%t MIAMEL Tt ko PK/PD ZH#ET 5 Z
&, E6011 @ FIH RABRlZH1F 5 MABEL #H HL7-, &6k h® PK/PD #& % H#E L,
FIH 35 OB i e % OGRBR I % OFH BN RICH W2, BARNERE RN B Z %12 E6011
(0.0006, 0.006, 0.04, 0.2, 1, 3, 6 XU 10 mg/kg) % H[# 532 FIH bk % i L,
ELb b PK/PD 7u 77 AE, FEEOMRAZLE L, BFEEZHRE LI BBIERRKRAERIC
BU2HEREREDED, =74V LEORE h® PK 707 7 A L) Ag i ih i % 552
L7,
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1 =27 A Yz E6011 % HEFARN G- L 72 B oIl iE  E6011 JEEHEZIL, o, BHHE Ny
o 3D T 7 7 A %R LT (Figure 1), HiEIFRIRNER 58 T 1%, e IR E D 2R
AT 20O (afl) BIFEEL, TO%, @WIRETIIES»2RERME BH), KRE
TILRAME 2R REIE A (Y #) B Sz, yHE B HOBERAIX 10 pg/mL (i TH -7,
E6011 ¢ 5:%%, MmigH i FRKN REO A A8l s, T 5 g+ E6011 REHERE A B 41D
EEWRITERTHY, vy HTIEHABZRHERNA LN, REHZIZ E6011 L OMBENA LN
(Figure 1), =7 A PO Mg+ E6011 L% FRN BE L, ZnZthtr T a8~
kA > b BERIE & OY Michaelis-Menten B! O IEIE OJEKBEEEZHTH 2 22 /8—F A b E
7V M N quasi-steady-state ¥TEl & E L 7= target-mediated drug disposition &7 /L CE4f(Z
LIk TX 72 (Figurel, Figure2), =7 A YL DOHRKPKETINVD/NRT A =X Tt b =7
AV NLVOEREEH N T A N vy 7 27— 72 HNTE MIAMGEL, B FO PKET L
EHER LT, W= AP NLDOEEK PKIPD EFADIFEAEDNRT A= T N =7 AP
DREZEDERN 2N OFHEET, & o PK/PD EF V&2 L=, t F® PK % PK/PD %
FLEAWT, b FICE60LL 25 L7 E6011 & A L TV 72l FKN J2 2 #EE L,
F AR 10%40# 3 %5 E6011 & & LT MABEL ##£& L 0.007 mg/kg B &N, bk
® PK/PD #8 Z2 #E& LER LA A > M oRBRHIM 722 & OB ERGHE L RICH W2 (Figure 3 [A]),
=7 AP NLOMER E6011 REHMS & Ak, b M2 E6011 % H[E[§ 5 L 72 R0 fi g
E6011 EEHR X 3D 7 1 7 7 A V&R L7z (Figure 3 [B]), y 8 & BAH DO 5E A 4581% 10 pg/mL
fFEThH -7, E6011 & 5%, MIET#H FKNREO EHE BILE S, MiET E6011 RE & O
Aoz, B M CTRH S -MmiET E6011 JREHER X, PK/PD 7 V% HW-HEEM & b
L CHARN R, MigH# FRN REHRBIIHEEM & i L TE o7,
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Figure 1. Observed and Typical Predicted E6011 Concentration-Time Profile
in Cynomolgus Monkeys

Circles represents observed E6011 and total FKN concentrations. Line represents typical

predicted (population mean) E6011and total FKN concentration time courses.
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Figure 2. Schematic of PK and PK/PD Model
Left: PK model, Right: PK/PD model. Complex, E6011-FKN complex concentration; Free soluble
FKN, free soluble FKN concentration; IV, intravenous; K12, Transfer rate constant from the
central compartment to the peripheral compartment; K21, Transfer rate constant from the
peripheral compartment to the central compartment; Kp, steady state dissociation rate
constant; KDEG, FKN degeneration rate constant; KE, Elimination rate constant from the
central compartment; KINT, complex internalization rate constant; KM, Michaelis-Menten rate
constant (E6011 concentration at which elimination is at half maximum); KSYN, FKN
production rate constant; V1, Volume of distribution in the central compartment; VM,

Maximum elimination rate constant.
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Figure 3. Observed and Typical Predicted E6011 Concentration-Time Profiles in Human
(A): Lines represent typical predicted (population mean) time courses. (B): The circles
represent the arithmetic mean of the observed data, and the error bars represent the

standard deviation
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E6011 % Hi[nEIRN S Lo g T E6011 BEHR X 3 Mt 7n 7 v A v ER LTz, Hi
REANZIX 2 DD R DRI GERF AT MR & OB TEME IR S Fe) A FETE
T 273, E6011 OHKMRIZE 2 2 DOEKRENFET HEEZ b, E6011 MERE D
L, EMMEMIERIB BN R 7 VT T o AT KREL FHE L, E6011 OIEENIEFIT RN
(YfH) , BENEL b S TEEIERIE BRI R 2 1ICff L, E6011 OIEANIEL 8o
72720 B MR L7 EZ SN, FoICEm WO EE TIE, B EEIER N B AR 1T fafn L,
EQL%b%¢*m®7)77/2%$T#%£%ﬁ%ﬁ%@@@%7UT?VX&@%%ﬁW%
FIZREL ool b B X bLc, E6011 O HEIFRIRN K 5%, M7E T FKN REOHMA A 5
oo ZOHMME, WA FKN & E6011 OFERORELZ XKML TS EE 2 51, E6011 BiEH
bﬁ:ET@G@¥W%W5K&DﬁM@HKN$@®¥H@iD%Eﬁbttbk%i%ﬂé

EWET —Z VT HEE L e POFEBEOT —F TN H VD, AHEFEMEI & O R
52— 3 VORBEICOWTIT —EDRANRD SN, = &4%»@E%PK%7w
Db F~DIETIE, T X Y w7 27— 7O, #4242 EME L TMABEL % X 0 {58
WCHEETOHMEERREZ LR -RELTEZLNTZ, D=7 A4 T LDEi& PK/IPD €7 /10Dt
F~DAETIE, FRN ICBE DD 3TF A= ZONWT, h=7 APt hOMFEEDFERN 72 < MK
Lol EN—RWEEBEZ LN,

FIH REREREATICHB VT, B FO PK/PD E7 /UIZ X 0 H#HEE L7-ifiE T E6011 JEEHES 26, 1L
T E6011 % & LT 10 pg/mL 25 B FH~D 25, Bl HAER 1M IERR TS L fE O g fnic L2 L
Ez bz, v FTEIHISAZMIET E6011 IREHERE G, B L yHOEERIT 10 pg/mL i1 T
Hotz, BKEASHTHDEWNL D00 mAb TIE, EEMLEMIERRIEIE R S fafn 9 5 i &)
KHETH L@MEINTWD, BELEFEHRATPK XUPD 707 7 A LRFEERTH LD
X, 72 < L 10 pg/mL O IIEF E6011 JREZMERF§ 25 L 5 25 L ¥ A U BERBRIZIB W T
MELEZ LT,

KT —4% % PK/IPD 7 VIZHEAEL, B MIAMELTYIab—va 352 & T, MID3
wRE G ERESCHBRT VA IR L AR LY, FIHRBRICE LFEEZ S 57200 —>0
FEERMETELEE X D, KARFHE I, MKRADREOREL B &, BHERRICE VT, E6011
OPIRIENEH & PRKIPD 70 7 7 A VAR T DHZENSHOMETH D,

[ %]
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