2.6.1 #%E
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1 wE

3w e A% vk (LCI699, Figure 1-1) X3 /LT — VA GO i & Be i & il it 9~ %
CYP11B1 (11B-/KE&{bEESR) Ol EAITH D, b MRIBREIZBWT, CYPLIBI X 11-7
FH T ANTF Y = ING ATF S — SO A S S, LCI699 13 CYP11B1 OE#FRTEM: 2 [H
ETLHZLICRY arTF Y —NVEGRENGIT L EEZXOND, 7 v v TREGERIEE OJRE D
ORI BRI AR VE > (ACTH) KM FERFIEIC RN EN 525, WT ORI W TS
ACTH (2 X 204 L < ITRIBRE OBRETLEIC LY, a Ty — LR mEll sS4, &2l
T —)VIE & £ 727, LCI699 X CYP1IBI FEAERHZ /M LT, 2T — VAESRE I L
BT = VIMER RIET 5 2 & T v v TIEBREICR LB R 2~ L s n s,

Figure 1-1 A B FAX42 Yk (LCI699) DIEE

* H3POg4

CN

b4 4-[(5R)-6,7-Dihydro-5H-pyrrolo[1,2-c]imidazol-5-yl]-3-fluorobenzonitrile monophosphate
4773 : Ci3H1oFN;3 * H3PO4

Sy 32523 (VU R

KD OFRE R LD, RxF T A~ —DH— B TH 5

AAENET7 4 v ba—T 4 TEETHY, Avm RkaAZy b LT Iimg KO 5mg 254675
2 WA TR T ERA L LT, BLUFOWNEIC TAKRHREZTT 9,

[FREEMEB] 422U 5EE 1 mg, [7 5mg

[ 4] Ao Faxzy b R

G AESIIES) R A o 73 5

[HEROHE] @, kAiEAye kexZy hE LT 1A 2mg & 1 H 2 [BIFE DG
ORI 5, 7ok, BEOREIZS U CHEEEKT 225, mHEIZ 1B 30mg% 1 H 2EET
LT %,

ds,  [BEESUIZR] KOt DHER O E] (3, AGRFEARERICR T 2 EELERERR S
Wt L O 2 B E %, MT@kkD’Wﬁbto
[GhReSU3NR] 7w o o Ve GMBRHRORLE TR 40 XIIhiAT 28 Wt 2 5 8)
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[HEROHE] @, RAZIEA e ey hELT1HE 1mg % 1 H 2 RO
LEMAT 20, B EITAEDREBIOSC CHEERET S, T0%IE, BEOREICSC T
HHHET 52, e AEIT1E30mga 1 H2EET 5,
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R ettt 2
Sl OO OO OO 3
o et 3
T T et 4
L D ettt ettt ettt ettt ettt anennna 5
2 BIITZTEATUT D FRBR oo 5
2.1 CYPI11B1 KON CYPUIB2 2T % in vitro BLETEYE (oo 5
2.2 T VIVO FEIBETENE <ottt ettt et et e et ee et et ettt et enen 8
22.1 Z v Fa2 MW Ang IT X TN ATCH BRFRRER ..o 8
222 L% N TZ ACTH BFTRRER ..o 9
3 FIRBIZEEERRER ..ottt 11
3.1 CYPIIB2 AT H T DB oo 11
3.1.1 T Vitro FEIEFRIR oottt ettt e s 11
3.1.2 T Vivo FEIBTRIR oottt et ettt ettt ean 11
3.2 T A B T T D e 12
33 LCI699 EARHI D in vitro BEFEPLETENE ..ooeoeeeeeeeeeee e, 13
4 BEVEIRBETUER oottt 14
4.1 F 7= NMZBT DR EMEIBEER oo 16
4.2 DRI BT D2 ATEIRBIERER oo 16
42.1 HEK293 fificd & -\ 72 hERG B KX T 52T 23R 16

422 HEK293 #fificl & -\ 7= hERG T r /L D FH % 2% i RS Bl (2 B F 750 2%
BT DB oottt 16

423 WL 2 WS A 42 T v RV O BRI KT T BT
DRI oot 17
424 o O 2 O 7 TG BN BT BT D 8RB e 17

425 0B A O E T A A V2 QRS [EIRE, QT Rk M O} Tp-e [E1F&
BT DR e 17
426 A X & AT RIZBI T D FRER oo, 18
427 A X AW T SRIZBI T 2R e, 18
428 =7 AP ERAWTZEEB G LD 0ME RSB 28R 18
429 =0 AP E AW EREGIC LD 0ME RSB T 2R 19

4.2.10 T =7 A Y& T LCI699 K O SOM230 H SOt & 512 &L %
ML SRIZ BT D RRER oo 19

42.11 T =7 A Y& Z LCI699 K O SOM230 H SOt & G2 & %
ML FRIZ BT D FRER oo 20

4.3 FAXFRR SR BT D 2 A MEREBHERER ..o 20
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CTD 2.6.2 EEHABRDEEX LCI699/A L a kAR Ay k) UEgiE
43.1 Z v RO T AR RIZBI T 2 FRER oo 20
4.4 W RN B 2 Z2 R MEBRFRERBR ..o 21
4.4.1 Z v M AT RIZBI T D FER 21
5 AR FLAEFIRRBR oo oo 21
L= E =3 O - OO OO TRRSORON 21
T BEFE TR oottt 23
®— K
Table 2-1 LCI699 @ CYP11B1 KX CYP1IB2 ICxtd HEEELEEM (v kN, F
R BT IL) e 7
Table 4-1 In vitro ZZ A MEIEBRZRBR O T oottt ettt eeeaeas 15
Table 4-2 In vivo ZZ B FRBEERIR D BEH e 15
— 5
Figure 2-1 IANTF VR ONT )V RAT 1 DOES AR & LCI699 DIERL....... 6
Figure 2-2 LCI699 D )L F > —)b / a)NF aAxATa s JKINT )V RATa Ak

MHEER (Ang 1T/ ACTH AfilliR, T v AT IL) e 10
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LCIB99/4 A FRR 2w b)) VERIR

i

5 BAHEL TV 2R () B L TWRWEREL (H)

ACTH adrenocorticotropic hormone B R R AR LV

Ang 11 angiotensin II T TU

APD60 action potential duration 60 60% 33 5 F TOIEB BN e RF L

AUCO-t area under the drug plasma (serum/blood) IE (Y /fig) TR B - iR
concentration-time curve (time 0 to t) mfE (R 0~t)

Cmax maximal drug plasma (serum / blood) eI AE (Mg mik) 3y s
concentration

CNS central nervous system HRAX e R

CHO cells Chinese hamster ovary cells F v A =— AL A X —JREH

CYP cytochrome P450 F ~ 7 m— LA P450

dTG double transgenic BTNV RT A 2=

EC50 half maximal (50%) effective concentration 50%E i E

ED50 half maximal (50%) effective dose 50%A %

GLP Good Laboratory Practice [ D 22 M2 B B FERE R R ER O FE i

P -%i 5

GPCR G protein-coupled receptor G HEHE BT AIR

hERG human Ether-a-go-go related gene t b Ether-a-go-go BHEIE{R T

ICH International Council for Harmonization of (2= 5 SR R R R E B e i
Technical Requirements for Pharmaceuticals for
human use

IC50 half maximal (50%) inhibitory concentration 50%H. 2 fr

LC-MS/MS liquid chromatography-tandem mass WKy a~ 7T 7 4 —% 2T NEEBEHNT
spectrometry

NADPH nicotinamide adenine dinucleotide phosphate BRM=_aF U T IRT T2V LA
reduced form F R

NOAEL No observed adverse effect level LTS

NSVT Non-sustained ventricular tachycardia FERre e Oy = A

PAC plasma aldosterone concentration MIEF T L RAT o b

PD pharmacodynamics HI )

PK pharmacokinetics HKyyane (%)

PR PR interval PR [#1/&

PVC premature ventricular complex L EEPE M

QRS QRS interval QRS [#If&

QT QT interval QT feib

QTc QTec interval corrected for heart rate DIAEAHIE QT Mk

RIA radioimmunoassay TUFAL )T A

RR RR interval RR @

RSE relative surface expression FET R R E

SPA scintillation proximity assay VoFL—TariiET vEeA

TdP torsades de pointes ft—FK K Kb

Tp-e Tp-¢ interval Tp-¢ FIf@




Confidential Page 5
CTD 2.6.2 EEHRERDBEX LCI699/4+ > A KRR A v k1) UEsE

1 =EH

Avm kaxzy b (LCI699) 1%, CYPIIB1 (11p-/Kkfg{bEEsE) OESRITHY, 7 v T
FEGEREOMICES 2 B & LCRBEAED bz, b MRIBRETOZ Vv aaLF adf RESGK
IZBWT, CYPLIBL X 11-TAF v aLF —nd aLF > —L~DOE a5, LCI699
1% CYPLIB1 EHHFEIMEDE VY CYPLIB2 (7/V RAT v &) (o6 L CIHEERZA L, =
NFARTaNET IV RAT B ~OEBEREST S, £D7D, LCI699 137 /v FAT 1~
Eéﬁ%%%?é*tﬁ%i%ﬂ W), EIMEROET IV RAT B EOIREE & L TH% S
Nz, —EOIERFEHERBRAE S, LCI699 @ CYP1IB1 [EMEMIXEMEIC L > TR S Z
EDREEEN, ZONITE MZBW TR B, 7 v PN YK LTI 2 & 23R
SN, TOZ LD, RIEOIFEFRIEBRBRIIR 572 H D LvFER LTV guy,

LCI699 D%h /) #BEfHiF 258 E LT, & b CYP1IB1 X O't b CYPI1IB2 (Z%f9 % LCI699 @ in
vitro [RETEM:, WNZZ v REOW LV TCOavFarTray / avFy —VASGKRKET VKA
T u EERICKTT D LCI699 O in vivo MIIVEM 285 L7z, BIRAVFEEEAER & LT, LCI699 D
CYPIIB2 R OY7 /v RAT v AEGKITK T 2 MEWER 2 et L, @MEET LT >y MIKT 5
TR SR 2 N T SCHRIC FE S W TR L 72, LCI699 O 7 v~ % — B EERIH M4 5 a8 O
12 LCI699 FEARHMW OEEEIEMELEEMIC O W TR LTz, ZaMEMRBRE LT, £ 74—
7o b, DIESR, MR R OVHRRARER (CNS) (IR 2B AT o7, LLTIC, ZhEho
AR OFEMZ T,

2 PHhZxEZEMNITHHAR

2.1 CYP11B1 XU CYP11B2 =% 9 % in vitro BHEE 1t

B2V T CYPLIBL (X a T — VA S RO BB & filift 3~ % (Figure 2-1) ., CYPI11BI
& CYP1IB2 OMFEIMEIZE <, b FTIEINS OB OFIRRERIL 95% &% LBV, &H
BOT X EEESIL 93% 3 LT\ % (Mornet et al. 1989) . LCI699 | CYP11B2 (Zxf LT H R
EEAZ RS Z 0D, Eii L72RBRTIX CYPLIBL I Z CYPLIB2 12X 5 FLEMEM & T
Bt L7z,
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Figure 2-1 ANFY—LERUTFILERTACOEESHZEE L LCI699 O /ERAEREL
Cholesterol

Pregnenolone =——————————3 Progesterone > 11-deoxycorticosterone
y ‘L LC1699

17-OH pregnenolone =——3 Dehydroepiandrosterone

‘L ’L Corticosterone
17_0OH nronactarnng ee— Andracteanedinne —» Fatrnne 4’ I CYP11B2 I

‘l, 18-OH corticosterone
: v

11-deoxycortisol LCS CE EW Y —> Estradiol ,l, Aldosterone
Lciss §

,l, Cortisol

CYP11B1 (11B-/KER{kEEZE) KUNCYPLIB2 (7L RAT o U AREESR) (23 by FY ZTNICERINICRIET %
£ Ch 5, CYPLIBLIZEBEEAIRBICHEEL, ATV — L ~DOLEHE T 5, CYP11B2 1LEIE A B ER
WBICHFEEL, 7V RKAT o ~OE A9 5, CYPLIBI W TONT CYPLIB2 IZHEREECH I K ONT 2 BREE S D
RS E Y,

P o (T y MR~ U 2%E) ORIBTIX2 AT Y —ARIRE (17-O0H 7L 7%/ a2 KN 17-0H 7' 1 57 A
T ) EAREMEET D CYP17aiEEMEVY (Ahmed et al. 2019) , TN HOEMFECIZII/ Vv aarFaf KE
LTCarFazxsarNEkEFEwTdH Y, CYPLIBL O XY 1I-F 4% arFaxsaornhbalFa
ATFaUPENRT S, FOD, B N TERaAsF Y —ARERI L aarFa L RTHLHD, vUARLT v T
XarFy—ralEnsnizwalrFaRsa BN E—o s vaalrFal RTHD,

LCI699 (% CYP1IB1 X IXCYPIIB2 2[RET 2 2L T, arFV—iL (Sy MZBWEaLFazxrFay) KX
TN RAT a o EAKE T 5,

EEFHEZ E F CYP11B1 R U CYP11B2 (X T 2 BERMEEE M

[Hi£] BisF##i 2 & & CYPLIBl Z@REIFHT 5 F ¥ 4 =— AL 2 Z —filiffiffakk V79-4
AR 2 FHWNC, LCI699 @& b CYPLIBI 2k D BEIGTEA M LT, BEHRBAEIZ L 572
Rigl, BEELT NI-TAFvarF Yy —ERNL, ETE5RTHIEM=aF T
RT7TF=TX 7 LAF U B (NADPH) #3L2A0%, 25°C T 4 FffflA o FaX—Ta L
oo EWEEEIRL, ASNTZaLF Y — v FL—a il T v A (SPA) IZXVE
BL, PR/ RIEICEY 50%MERE (IC50) fE%Z % H L7z[Table 2.6.3.1-RD-2007-51927],
LCI699 DA T#i#ix & b CYP1IB2 IZxI9 2BHEMEH OB b FRRICITY, FEEE LT 117
FTxRarFazxFarify, BRENET VAT a2 ER L IC50 fH4 % H L 7-[Table
2.6.3.1-RD-2009-50223],

[FEH] LCI699 13 s 7#AHaz & b CYP1IB1 U8 CYPL1B2 OEEEIEE % HBIK(FIOICILE
L, IC50 fEiZZn 4 25+01nM [FHE £ FHHERZE (L TFHEBE) 1 (n=4) KV
0.7+0.01nM (n=6) TodH-o7- (Table2-1) (Menard etal.2014) .
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BEFHEBRZ S Y F CYP11B1 RU CYP11B2, 5 v hRUYILEIBRESR—MIHIT5ER
FEEEE

[ 5iE] s iz v MEESR ORGE & RIERIS, V794 Mifa S5 7- B8R Tz 7 > K
CYP11B1 i ONZ CYP11B2, KOYT v MFNZH VR FRE Y 3 — & HWT, LCI699 DOEEFRIH
EWEMEERF Lo, Ty B PLRIBRE DR — FORRFCIE, HEM: Sprague-Dawley 7 v h JZ O
M =27 A FNLDRIBNORESR— MERHRL, HEE LT 1I-TAFvarFaxsns i
FAV 7= (Menard et al. 2014) .

(3] 7 >~ ~ CYP1IB1 i ONZ CYP1IB2 (Z%F9 % LCI699 DFAEFEMIZE MK, £
? 1C50 fEITEfm R 2 BEE TIEENZh 410£50M (n=3) KON 160£9nM (n=3) , W
IR FRE YR — FTIEZENZN 30450M (n=2) KO 802nM (n=2) THo7z, HILEITER
TV F— hTO LCI699 » CYP11B1 &N CYP11B2 fHETEMED IC50 fEIXZ N EH 62 £ 5nM KO
12+1oM (WFiLdh n=6) THV, Tv FEHEELT, ZOHEEERIZREN>7 (Table 2-1)

Table 2-1 LCI699 O CYP11B1 XU, CYP11B2 T3t ¥ 2 B¢RMEEEMSE (EF, vk
BUYIL)
[lZ= i CYP11B1 CYP11B2
(11B-7k (v E%EHR) (T v RAT v A pkE#)

IC50 f (nM) IC50 fiE (nM)
BRI B MEER 2.5+0.1(4) 0.7+ 0.01 (6)
AR X T > NEER 410+ 5 (3) 160 + 9 (3)
F v FREIBRED R — b 3045 (2) 802 (2)
PRI RE TR — b 62 +5(6) 12+1(6)

Source : Menard et al. 2014
EHE + FEAEEZE (n) , T v FRIBAREY R — M ORFHIEIEDO 2 Z R LT,

E FEIBREARMRICEITSILF V- ILERINHER

[J715] b IR R B A IaRE HACTS Mifa e OWIEs & & bR B M ac 35 1F 5
LCI699 & 2 LT — LA AN ER & /5t L 7= (Creemers et al. 2019) , HAC1S5 flifa J O ES
#Fb MR AEBEAILIC LCI699 (R ORMIRE 0.01~5uM) 2L 3 HIFEE#E%,
FEith o0 L F ) — VIR FE B a8 b3S A7 2 (Immulite 2000 Xpi, Siemens ft) % v
THIEFHAERICE W HIE Lz, 728, HACIS MilROBENT 1 BlH7-0 n=4 DFEEREZ D72 L
&b 2 [V IRLTITY, #IRERE e MR RERERIOREHT n=7 I TITY, #RE/RT.

[f5 %] HACLS Mila X OWIEE &R £ AR BB IRIEMIL ©, LCI699 (L= /vF Y — L&A H
BRAFEICHH L, IC50 fHIZZFNZH 347 n0M (95%(EHE X[, 29.4~41.0nM) K% 104 nM
(95%f5HEIX [, 71.6~151nM) ToH 7=,
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PLEXY, LCI699 Xk + CYPLIBI & T CYP11B2 OEEHEFEM 2R ICIHE Lz, &k
% CYP1IB1 %MW 7=#idtn e, LCI699 @ CYPIIBI FHETEMIEZT v MM E MIBW TS
THY (b CYPLIBI HEEEIZT v F O 164 fEEVY) , £, BIBSEYR— FEHAWER
b, Ty Ml ZBWTE -2 (B0 CYPLIBL BAEFEEMIZT v FD 49 fiF@m0y) o
ZDOZ LMD, LCIEY9 O CYPLIBI PHEEMIZE MW THRbEL, kW THIL, Ty hDJE
W hERTEEZ DN, £z, b HEKROEE BUE R BRI NI REE R B R
B HREARIZ 3T LCI699 1& 2 VT — VAR 2 95 2 & SR ST,

2.2 In vivo EIE;EH

LCI699 | & 2 /L F YV — VAL D AL Be P A i3 2 CYPLIBL W TN TV RAT v AR E
ikl 2% CYPIIB2 ZFET L2 Lnn, aLFV— ((FomEIIBWTiEaLFarTo
V) ROT AV RAT oy OMPEEZET S ZLI1IckY, ZOMERERZETE %5, BIBK
BRI ALE Y (ACTH) WONCT P4 T v 1 (Ang D) (ZRIBHIRIER 24 L, 5%
WP ANTF Y =V R OT )V RAT e AAEGREHET L2000, 2 b OAMRERDBIE
KEREDFEHICH WO TWD, T v RO L& VT ACTH I ONE Ang 1T A ffakBR 2 it L,
aFarrFay )/ alF =N TV RAT 1 AR5 LC1699 O FHFE/EH % i
AL, MR- KON PK / PD OARBIM: 2 34l L 7=,

2.21 5w &RV Ang Il 2T ATCH S&RER

Ang Il A%

[ 5] KREREDAR K ONERARIC 7 — 7 v & B & L 7= 1EME Sprague-Dawley 527 v M2, AngIl &
far sk & 1T - 7= [Table 2.6.3.1-RD-2006-50315], (Menard et al. 2014) , LCI699 % Hil[a|#:h5 (%
M:0.1, 03, 1, XiX 3mgkg, BIRA : 03 mgkg, ##E n=3) L, Angll |Z LCI699 5 1 FFF
AT & D e h-% 8 FEM £ CTREIRNFRfeix G- L7= (300 ng/kg % 5%, 100 ng/kg/7r THified 5
N—=2F A (LCI699 5 ER) KOFEGH% 5 70 (@RNEGREDOR) , 1557, 30 57, 1 KFfH
L0 QEFHIET | WpfifE, KO 24 Bef CGEMEIMED 7)) (T2 TV, fiEh 7 v F27m
BIE (PAC) #7 VA A LT vEA (RIA) IET, MHEH LCI699 REZRIE v~ 7T 7 4
— X T NEESHT (LC-MS/MS) IETHIE L7, PAC (2 OWCRERIINESFX)ME (8 BefifiE) %
R, EOELIZONWTR—=RAT A Ll L, H&E-BUSK O PK/ PD FHES A 5# L 72,

[fES3] PAC 1T Ang IT AfBRAATE > & LCI699 $¢ 5-E AT E T EF L7, LCI699 @ PAC K F{E
R GBAE 5 5% 0 B b, TEMIIER 8 Fif £ TRt L T\, TERIZAEKRENTH
v, BAREROKRE LR (1 mgkg KO3 mgkg) IZBWTHRKDE (=27 141D 80%
KT ABEG-BRAA 2 REFIDARRICRRD Bz, HE-IJE (Figure 2-2, A) KXO'PK/PD (Figure 2-2,
B) HHBIDOMENT /5, PAC 1K FIEMICH T2 LCI699 @ 50%A %0 (ED50) fii% 0.6 mgkg T
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50%A%hEE (EC50) fliX 127aM Tho7-, 2P, Z® EC50 fEIL, in vitro \ZBIT 5B
$iz 7 > N CYPLIB2 BHE/EH O IC50fE (160 nM) & [RIFEECoH > 7= (Table 2-1)

ACTH &7

[HiE] b & [ERED 152 T ACTH AR 21T > 72, 7 v MZ LCI699 Z HilEE e (1,
3, 10, 30, XX 100 mg/kg, FAEn=3) L, ACTH (X LCI699 %5 1 BEfi]RiT L 0 54 8 BFf %
THARNERGER 5L (100 ng/kg & #5-1%, 30 ng/kg//y CTRife#S) , PAC KOt =/ F a2
T AREO ERITKT 5 LCI699 DYEM Z fiFt L7z (Menard et al. 2014)

[#55:] LCI699 I ACTH Affic kv EF L7z PACHQNCIE T o FaxT o BEAKT
X, LCI699 OT )V RATF ay kNaLF axT a A7 5 E i EH O EDSO & (EC50
E) 1%, ThZh 1.1 mgkg (771 nM) KX 73 mgkg (36 uM) T - 7= (Figure 2-2, A X O'B) .

222  H)L#EHL= ACTH BFTHER
[51E] KERERNR A 7 — T v & $Efe S W7o 2 FHLDIALTU AR — N 2 E Uizt =2 A v

(n=6) 27 1 AA—/3—1E|ZT ACTH B fafikliR 21T - 72 [Table 2.6.3.1-RD-2010-50210] (Menard
et al. 2014) , LCI699 (5, 15, 50, M O® 150 ugkg, 4B n=35) UXRE OK, n=6) 2O X
IR EENEE L, 5 3 EFB%IC ACTH 3000 ng/kg % R — k&4 LCTHI 2 452N THEA LTz,
PRI G [FIBRIC AR — R 20 LTIV, BEEDHEIERA > b [LCI699 50 30 43 O 15 43R, &5
BT (N—=RATA2) , BEH% 155y, 30000 3R £ T 30 /04, WONZ ACTH EAT% 7.5 57,
155375 1 BEM#% £ T 15004, KOS5, 2, 3, 4, 5, 20.5, WONZ 21 BF] (I THEMEL, PAC
Fe QU fErR 2 LT — VR EE & RIA JECHIE L7z, fEd LCI699 i ITIEEDRIERA > b

[(BEER] (R—R2FA ), LCI699 #51%% 154y, 30747, 1, 2, 3, 4, 6, 8, MU 24 W]
IZ°C LC-MS/MS {E% W THIE L7z, LCI699 &5 L= & % d PAC kM = L5 — L
JE I KA DU TR 5o & bl U, F BB O FH B 2 34 L 72,

[R5R] M LC1699 JEEEIIMRE O£ 504 1 Wi & CICRKRMEIZEL, ZO®BESHICHEEL
Too 7235, 5 pg/kg BEOMAET LCI699 IR EE IR LL T Ch o 70, WiEZ &5 L7z & & PAC &
OMAEF 2V F ) — VIR L ACTH A K 0 iEe/»IC ES- L7, LCI699 I% PAC @ E5-% H &
(RAFBNZINEI U, HeRIbIeh R (A 55 & el LT PAC FcKfEZ 90%H1H]) A% 150 pg/ke B
TR B, EDSO L 13 pgkg E#EE S 47z (Figure 2-2, C) . LM L7eA 5, LCI699 (diffE
HFanF Y — VEEICH L TUINT RO HE (5~150 pgkg) IZBWTHMEIERZ RS20
7= (Figure 2-2, C) ,
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Figure 2-2 LCI699 D JLFV—IL /2 )LFARTAVRUTIL FRT A UERINGIE
A (Angll/ ACTH &#&ER, S v FRUYIL)
Sy b o FILERFOY (Ang IEHE)

7ILFXTOY (ACTHET)
—- J)LFIRTAY (ACTHET)

A: AERIG B : PK/PD
~ 100 -=== === =mmemmmmmm e ~ 1204
S 3 L
Tax S B 400 e
y %»@ 80 \o\ . %@100
:‘:(@?l;‘}‘ ool 2 ﬂx% Ef(@:l’i}‘ 80~ 4
N 1l 4 N\ ~ 2 % g ~
S&y a Sz 60
S g0 g % 5 g }4}
= L 250 40- &
Fg'f ° & FE S Ty
W 20 WE¢ 20 2]
=] g
0 T T T T TTTITm T T T T ITITm 1 0 T T 1T T T T TTim IR LLL T rrrrnm
0.1 1 100 1 10 100 1000 10000 100000
LCI699%% 52 (mg/kg) MmEEPLCIBIYEE (nM)
B
S 160- C: MERIE o FIFRXTOV
:\Sﬁ 140 -8 JLFY—IL
Mg 120 %
if(g_ 100 == mmmmmmm oo }‘ %
S 80+
B g
Wi | %
ﬁﬂ 40
o
-E'\E 20 3 3
~ 0 T T T T T TTT0IT T T LA 1
1 10 100

LCI699%: 5= (ug/kg)

Source : [Table 2.6.3.1-RD-2007-51901], [Table 2.6.3.1-RD-2010-50210], Menard et al. 2014

ACTHWNZ Ang I AMICE VFEINDIaLFaxTuy (Fv b)) JarFy—i (i) KTV RAT
o RS RICRTT D LCI699 ONHIER 25T L=, LCI699 2% 1, #EEM, UIBIRPNES L= L & ol
I LCI699 IR K OV AT B A ROMAEFRRREZRE L, -G PK/ PD OFHEIM: % 34 L 7=,

(A, B) v b Angll/ ACTH AR#ER . (A) MEKE, (B) PK/PD OB, fitlhiE LC1699 & # 5 L 7=
EXOMBEFT NV RAT B I vF a AT v R ERFINEELSE (8 BEHEHE) O~X—2 T A1 EICkT 2
BHor%, R (A) LCI699 #5655, (B) MiEH LCI699 JREE % /Rd,

(C) ¥V ACTH &fakBh : B OFBEM, ftlilix LCI699 245 L= & 2omfEh 7 v KAT e v Xan
T — VIR B I RAE OV BRI D T i RMEIC X372 B4R, AL LCI699 & 5 &4 7117,

M £ AEUERESE, 7T 7 1En=3 DERERT,
ACTH : Bl ERIARLEY  Angll: 7o 24T o 10
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T =7 A P& AW RO GRS R HE ST Y (Weldon et al. 2016) , LCI699 (0.003
~10 mg/kg, ®&AOXITERIRNZEE) 285 L, MEFICET5 LCI699 BEL 7V FATr v &
WV TF V) — VIR L OFBE 2§75 L 72 fE 5%, LCI699 O 7T /v K AT a A iflfER = v
V= VA IR Ee~SK 300 55070y > 72 (7L R AT o A REHEIVER o EC50 E : 4.9 nM,
a )T — )V EREHIER O EC50 fi : 1500 nM) . F£7=, LCI699 d =2 /)vF > — LA Rl fEH
X, 7 RAT UG EEEERIC S LRI 2~ HEEZ &G L TR bNeh o7z,

PLE, LCI699 (%7 v kN XiFH/mz BT Ang I Afef XI1E ACTH AMFIZ X HIfEHh 7 v K AT
0 REO A RBERAICEE Lz, —F, b arFaxsas  arFy — I gEIC
*FLCIE LCI699 OIMIEMRIZTE, B L <ITBEBO LR o1, 2D ED, LCI699 D
aNFaRrTay )/ alF = VEGKIZKT D MEERIZEMREIC K-> TR D Z LR S
niz,

3 BRI SE A BR

3.1 CYP11B2 [Zxt9 B 4EHA
LCI699 @ CYPI1B2 IZ%tT APHEIEER T L K AT 1 U AARRIC T A2 IHIVEH 2 st L,

3.1.1  Invitro EEHER

V79-4 iR L 0 572 B inFH#a 2 &~ CYP1IB2 (2% L LCI699 | 3R TR & H B AR AR

L,Kﬁ&ﬁﬁﬁ7iomnM:m=@ T - 7-[Table 2.6.3.1-RD-2009-50223]  (Table 2-1) .

LCI699 IE b b I BB SR AIERE (NCI-H295R) (28T Ang 1T Aff (BEHIEEE 1 uM) |
%éﬂﬁTWFXTﬂ/Aﬁ%ﬁﬁﬁfm TP L, IC50 fEiX 17£2n0M (n=6) ToH o

7=[Table 2.6.3.1-RD-2005-51167],

3.1.2  Invivo EEFHER

E ML=V XFe NT UV T UV ) = EBEBETFEALRE T v M ER L ol EE T
N7y b (V=TT )= E TN NI AT 2=y 7Ty b, BLF dATG T v
) (Bohlender et al. 1997) % FVNT LCI699 D7 /L K AT 11 A RANHINEN, AR 0N
BREERICR T 2B L BET L7 (Menardetal. 2014) . KATG 7 v MIL = -T oo T
VTNV RATa RO LY TV R AT a U NERE S S WEE S IMEZEIET S, £
AR % £ 5 DS RERE S N OV RERE E N 2R I T L, AREY CEHT 2 5 ALN) |
CICELZ ENFBNTND
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EMEETILS Y MZEITS LCI699 DEFLRERER

[ 5] LC1699 DAEFIAMIERERICOWT, DEBBEERIEROEM dTG 7 v & HWTH
st L7=, LCI699 % 3, 10, 30, & OF 100 mgkg/ H O ET 3 @l S 8l E THOKERS L, &
7T A B L A AR OMT AT o T2,

[F&R] LC1699 FEfe G- DXt FEETlE 8.4 Ml £ TIZ 9 HID dTG 7 v M 3BT L7, LCI699
HRECITABKFCAEFYRISER L, 10mgky AL EOHABH CHEREENRO bz,
728, LCI699 &G CTIdx G4 T b AFHIRIEREN MR SN TR Y, Zhid LCI699 &5
B IO BB RERE T DO FIE L OHEA T3 il S e Ted L B2 bivie, F£72, LCI699 DA A7 1]
FIERAERIZMEZ L & OMBIER 6T, MEZE L TS LIAEH TH D Z BRI,

BEOEETIVLS Y FZET5 LCIEI9 DL ERE/ER

[ 5ik] 3 RS 7 Bl E T LCI699 % 3, 10, 30, KO 100 mg/kg/ B O & CTHROKE G- L
(BHEn=6) , HEK TR TO LCI699 HHEDOMIEF 7V R AT 1 RERORF TV KA
T 2l QNSRS RE 2 5k PRI & PR LREATE L7z, SRBRORKE BRI, 24 FEFEIR, B FTO
DT a—fd, MERNE, KOKEBIRZERNC X 2821772,

[FE5£] LC1699 kG- dTG 7 v MRIFREETIE, 7 v B L TT LV RA T e o0m
HECP R R K OVR PR R AN B (2 B LTV =Dk L, LCI699 #5-8E TldfH BKFERIIE T
LT\, SHRBETRE® BT DS AR R & Qe DAL/ WAEHEEE DFEE )Y LCI699 # 512 X
DAEBICERRE LU, 7ok, EFEMIMEREMN LRI 206 O F SATIHER X E D2 &
FERR CTH T, F7o, RPTAT I VR OIRFERZHIE L L-BEEREGIC W THSE
R BT, LLEO.LEREREREE (5 2 MHERIE LC1699 & EHE (10~100 mg/kg/H) T
BHETH T,

3.2 7O A —HIZwd 5EH

VT 4 AETHER SN T Ry X —EBHEETH LT 7 Ry — LT 7 7 Kr Yy —)L
DOREEERIZ IV EONTLEWIE, F 7 a—AP450 (CYP) RO ThHDH T u~H—F
ICxt T HEEHEZA L, IRFLVES THLTA PRV KRTR b T Ud—VAESRICEE S
5.2 % (Meredith et al. 2013) , LCI699 b IFERIC T 7 R u Y — )L OREELE BN S5 LAY
ThY, T~ —BIZH LILEMFERZ R REREZL LD 2 &6, LCI6Y9 OT n~ 4
—PRERENEICRIT DB LR L, 728, LCI6Y9 OEiGEMER (S-m=F v F4~—) THDH
LCI698 [T DWW T b AR DR 21T - 72,

[J71£] LCI699 B OY LCI698 Db k7~ & —BI\Zxt 5 HEEEEZ #KET v 24 % (Human
aromatase supersomes®, Corning ff:) % FHWTHFET L7z, LCI699 XX LCI698 & NADPH 4 iH %
BAEL, BT —EBROENERLE CTCHL RN UNTA LSV ERNLA V%
N—va L, KSERMTHL I NA LA BB LV IE L, FERE R/
EIZ LY 1C50 fEZ R LT,
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[FER] LCI699 7T v~ & —VHFEEMICH T D 1C50 fEiE 1.7+0.1 uM T Y [Table 2.6.3.1-
RD-2007-51924], LCI699 @t K CYP11B1 FHETEM: (IC50 fA : 2.5+ 0.1 nM) [Table 2.6.3.1-RD-
2007-51927 1 & b5 &, T~ 2 —BICkT S HEEEITIK ) o 72, —F, LCI698 L7 m~
& —P Tt LI ERPEZ R L7 (IC50 fi : 9+£2nM) [Table 2.6.3.1-RD-2006-50293], £7=,
HAC15 Miflatka 72 in vitro ODRRFHIRBWT, EZABRALVEL THLT A NAT YDA

AR5 LCI699 DB Z M L=, CYP Ik LA BERM 2 rRENREYTH 5
o aF =L b LR, LCI699 DT A b AT v A RINEIERIZ S ha Y =L kY
587357~ (Creemers et al. 2019) .

3.3 LCI1699 F R EMD in vitro RIS iEH

t MIBIT D LCI699 O EFE/ R & LT LXB168 (M34.5) , LWP114 (M16.5) , KON
LFD085 (M24.9) DR INTWND, TNbOR#YWOELE B2 N CYPLIBI KO
CYP1IB2 WMNZ b b7 v~ & —EORERIEMEIC KT 2 B2 /G L, LCI699 OFHETEME & ik
L 7= [Table 2.6.3.1-RD-2014-00299, Table 2.6.3.1-RD-2014-00365, Table 2.6.3.1-RD-2014-00354],

[515] LCI699 DfFT & [FkkD F1EIC CREF L BETEME 2 300 L7z, SREBRTIEIL, Eis -
ZE F CYP1IBI XKO'CYPIIB2IZ2OWTIH 2.1, B T r~vZ—EIZOoWNWTIT32HESH,
[ # %] CYP1IBI BH E /& M2 > v T, LWPL4 (8 Wik %2~ L =0

(IC50 fi£ 10.7 £2.8 uM) , LXBI168 X 16 uM F TORE CTIHMEITRD b/ -7, LFD08S 23
R D 5 B HERAFRVIEMZ R L, O IC50 fEIX40+4nM TH Y, FHEIEMEIL LCI699 DX
1/12 T - 7=[Table 2.6.3.1-RD-2014-00299],

CYP11B2 BHEIEMEIZ DWW T, LWPL4 [ E55 W EMEZ /R L722d (IC50 fH : 2.4+£0.2uM)
LXB168 I% 16 uM F TR TIHEMEITFE O biv/enr o 72, CYP11BI PHEVENE & [FIERIZ, LFDO8S
DR O 5 HIROAEFTEEZ R L, £O IC50 fEiX 7.0+ 04n0M TH Y, FHEIEMEX LC1699 D
# 1/4 Td - 1=[Table 2.6.3.1-RD-2014-00354],

7 uw X —BIHEEEIZOWVW T, LWP114 LT LXB168 1% 16 pM £ TIEMEITERD Bz o7,
LFDO8S 137 v~ & —BIZk L THIVEMZ R L7z (IC50 fE : 1.8 0.1 uM) [Table 2.6.3.1-RD-
2014-00365],

VLB, BEEFEICKL, LXB168 TIEMAFEMEITFE O 6T, LWP114 (23 THWHETEMED
P B ALVTZ, LFD08S Tl i rsR\ AR R DAL AS, PTG MEIX LCI699 |2 ~_F5h >
720 B MIZ MCEE#R LCI699 Z % N5 L7z & & LWP114 & Y LFD085 DI e fitbt e D 0 K
M5 48 Wil E CTORM T (AUC0-48h) 12T 2 P TFGRIIME N2 LMD (£9.4%,
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C2101 #BR)  (2.7.2-3.1.41H) , ZHHMRHEWD LCI699 OIFN R 2 2B/ NS WEE X
SY TR

4 TR R

In vitro ZAMIKERER E LT, LCI699 OFFZHIK, NI U AR—F—, £ 4 F ¥,
KL OBEFIIRTT o4 72— > MEVEICET 538k, t & Ether-a-go-go BEE(s T (hERG) &
MAOF v 1O R mESE (RSE) (ZET 258, mEEM (VMo , WOl
QRS f#IfE (QRS) , QTR (QT) K U* Tp-e HilE (Tp-e) (ZBIT 23 B (U FHH.LEG )
BN LTz, In vivo ZEMEFEERRE LT, Ty b, A4X, KOV IVHOWZLME RICET 5
Br, 7 v k&2 HOTZRPGR RO R AR R IS B3 23R & 9k L 72 (Table 4-1, Table 4-2) , =
Ty T )=, EESHEHFTERSE (ICH) A K74 2 STA KU STBIZHEVy, [E3K
i DZENEIZ BT 2 IERRR R O Lt DO FEHE (GLP) HA KT A4 XX GLP A RIA4 v &—&
L7z H EREMER L L CEl L7z, In vivo RBRIZISIT D LCI699 ORI, Wik & L TR
L7z,
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Table 4-1 In vitro R &M EBHBRODERN
BR O FEE FA&E R P H RS
F 78— MEE 10 yM £ T GPCR, A 4> F+  RD-2013-50304
(GLP k3 H) FN, T UAR—
& —J OfESR
hERG F v RV HEK293 il 1, 10, 30, 100, hERG 7 — /L& 0616814
(GLP &) 330 uM
hERG 7+ %L HEK293 il fa 0.1, 0.3, 1, 3, hERG F ¥ /LD 1370701
(GLP JE5i ) 10, 30, 100 uM IOEITRIER
LA T B 10, 100 uM UTFOA AT v 1370651
sua—AbA 45 (HEK293 XiX CHO  (Kir6.2/SUR2A } VDB
¥ /L (GLP FEii OVhKvLQT1/hminK ~ hCav3.2, hHCN2,
) 1% 30 X TN300 uM % hHCN4, hKir2.1,
1B hKir3.1/hKir3.4,
Kir6.2/SUR2A,
hKvLQT1/hminK,
hKv1.5, hKv4.3,
hCavl.2, hNavl.5
TP1, hNavl.5 TP2,
Late hNavl.5
7 - 247 O i 0.1, 03, 1, 3, APD60, =fTEAL, 0518535
(GLP 3 ) 10 uM WA BRI, AR
TEVE, (B
AV s e s=I)i 0.4, 1.4, 43, QT K O® Tp-e [, 1570263-01
(GLP FEi ) 14.3, 42.9 uM TdP @ a[HEM: K Y
SOM230 : 0.1, 0.3, QRSI&
1, 3, 10 uM
Fix DRED

LCI699 & 0.1 Y
0.3 uM @ SOM230
XX 0.1 uM D
SOM230 i TNZ 60,
200 & TF 400 mg/dL
DI N a—R LD
b

APD60 : 60%FF5 192 & TORBBENMFFHEFEE, CHO : F¥ A =— XL A X —P, GLP : ERGDOREME
2B 2 HEERIRBR O FE D HHE, GPCR : G B HB A A, hERG : & bk Ether-a-go-go BI#IE{Z T, QRS :
QRS [Mf@, QT : QT &, SOM230: Y~ hAXF o T7Fnu s, TdP: hAY—K KAKYU Lk, Tp-e: Tp-e il

Table 4-2 In vivo R2HRBEHEBROEHN

RO, HEFR AE (Foiis L FMEEAE R
VR Y B Al 5

TN 0, 7.5mg/kg M, HR, BP, 0570242

(GLP i i) SR

D R 0, 0.5, 1.5, BP, HR, LEX 0680192

(GLP i fi}) 5> mg/kg

O A R =T AP 0, 10, 30 mgkg K  BP, LEX, & 1270713
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MBS fE R WECR F® (FRlcitfL7e FEMEA R
VWY B[ElRE)
(GLP 3 ) U/ X1 sOM230 i, HR
(0, 1.6 mg/kg)
L R =0 AP 0, 30mgkg XT*/  BP, LEKX, K 1570261
(GLP 3 ) % som230 (0, {il, HR
0.129, 0.517,
2.07 mg/kg)
DI R A= AP 0, 10, 30mg/kg/H  HR, LEX 1270612
(GLP 3 i) & 28
TRNIIREER =T AP 10, 30, 100 mgkg  HR, DEX 1270320
(GLP k5 )
CNS Wistar 52 7 » k 0, 0.5, 1, 5mgkg 1TH 0680190
(GLP # H)
LR Wistar % 7 > k 0, 1.5, 5mgkg R e 0680191
(GLP i)

BP : IfiJ, CNS: HitfieR, ECG : LK, GLP : E3Ed O LBV 2 IR HER O FhE O &KAE, HR @ L
EIEE- 4

4.1 F248—7y MZET SR EHEFREHRER

LCI699 D=, "NT U AR—F—, A F 0 F v 3, KOBERIIHT L4752 —57 > ME
%, 66 fE¥H [51 FEHO G EAEIREZAIL (GPCR) , 8 MDA 4 F ¥ %/, 4 FHD b
TUAR—E =K 3 EEOMR] OfRAT v A SFKVTHEE L7 (GLP FEi#H, [Table
2.6.3.4-RD-2013-50304]) .

LCI699 1Tk A& X -1 ZRWEFES ZAE LT (64%PH5E, 1C50=10uM, Ki=7.1uM) . it
U722 OMOREANZKRT L TEWTI S B2 (10 pM T 50%% EEIZSHE) 2RI 720>
7o LCI699 1%, S SUTRAFNEIZBIE T 5 FHE DS BRI R U THAIMEZ R S 2o 7,

4.2 DMERICEAT 5 REMIEREBHAER

421 HEK293 #ifa% FAlL\/- hERG BRI RIZTHEICEET HHER

hERG %3l HEK293 #ifinz 7ok —Le /Ry F 27 7k k Y, hERG BHICKT 5
LCI699 DYE 45 L7= (GLP M, [Table 2.6.3.4-0616814]) , LCI699 DML X 1, 10, 30,
100, KON330 uM & L7-,

ABEROFER, LCI699 1% 10 uM LA E D EE C hERG B & fHE L 7= (IC50 = 54 uM)

422 HEK293 #ifaZ A\l \/= hERG F ¥ R LD RERBREICRIZTTEEICE
v HEER
hERG F ¥ /L3 8 HEK293 #fid % FV /= HERG-Lite 7 v & A {2 X Y, hERG F v XD b
T 7 4 v Fx 7T D LCI699 OAEM A fat L7 (GLP FEiE M, [Table 2.6.3.4-1370701]) .
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AEROFE R, LCI699 1% 0.1, 0.3, 1, 3, 10, 30, K OY 100 uM OJEEFIPH T hERG F ¥ K /LD
RSE ZJ/0 SE72 o722 £, LCI699 1 hERG F % R D kT 7 4 v FaHELRN
ZEDIRIBE I T,

423 HELEHRZAV-REA T U FryRILOBRICREZTEEICEAT HHER
KAEA A F v %/ (hCav3.2, hHCN2, hHCN4, hKir2.1, hKir3.1/hKir3.4, Kir6.2/SUR2A,
hKvLQT1/hminK, hKvl.5, hKv4.3, hCavl.2, hNavl.5 TP1, hNavl.5 TP2, /& O\ Late hNavl.5) %
FEEL X W7 LAY [HEK293 L LT v A =— A LA X —JiE (CHO) #ifu] % Hwi-
R—IB Ry F 7 Z U TEICEY, KA AT ¥ FVOERICHT D LCI699 DOIEH % st
L 7= (GLP 3EiE i, [Table 2.6.3.4-1370651]) , LCI699 @ AL EEJE FE X, 10 K Y 100 uM

(Kir6.2/SUR2A } O hKvLQT1/hminK (% 30 & T8 300 uM #3800 & L7,

ABROFER, Kir6.2/SUR2A K Y hKvLQT1/hminK (Z%f9° 5 IC50 1ZZ4Z 41 103.6 KT 95.0 uM
ThHY, ZOMDAF o F v 2K LTI TH S 100 uM TH O VRAEER A2 RS 220
72

424 oYX OEE RO EEBERICEET AR ER

T U RV IR L0 R L o R O A VT, LCI699 DR BN I %3 5 B2
K ORENRERIEHOGRAERFTT2 2 & 2B E LT, GLP @A CHEhE L7z (GLP FEiEH,
[Table 2.6.3.4-0518535] ) , LCI699 DALERFEIX 0.1, 0.3, 1, 3, XU 10uM & L7z,

LCI699 IE 1 uM BL EDORFEET 60% 092 £ TOIREIEN FieRE (APD60) ZiER L7,
MEIRED 10 uM Tl, APD60 FERAZfE > THRENRGERIEA ORI Ch D TR K&
W =/ DO BT,

AENREHEFHAEADZE O B 10 yM I T ER KA AR B0mg 1 H 2 FOHE) IZBT 53
FEATERE AR E (Cmax) D 155 TH o7,

4.2.5 DY XEHLEVHIEAZTAL- QRS [EFE, QT EREE U Tp-e HiEIZEE
¥ 5HHER

BHARFEDE L 7= v SR LRV EARZ VT, EAZ BN L-BEOREELEX 2 Fisk L,
LCI699 O HHIF ONT SOM230 (Y~ hNAXF > TFur) RO DRED 7 NV a—2 L OFEH
@ QRS, QT, KU Tp-e (BREVER 105 OVREEREEFEAEH OFEIE) ([Ck4 2 EHZ5HE L
7= (GLP FEiEf, [Table 2.6.3.4-1570263-01]) , LCI699 DALELRFEIY 0.4, 1.4, 43, 143, KO
429 uM, SOM230 DALERAEX 0.1, 0.3, 1, 3, XON10uM & L7z,

LCI699 1% 0.4 uM LA EDOREEICIHWNT, EAREIRMER ZE 720y QT LR %2 H &K AR
SH7z (1650 1EHEHET) . SOM230 (0.1 KTY 0.3 uM) K ONHEEIRED 7 v 2 — A (60, 99,
200, KON 400 mg/dL) &P L7 & &, QT IEREHOHMIIRS bivieroT-, EAEIRMER
1242.9 uM @ LCI699 & 0.3 uM D SOM230 & OFFH TREO LTz,
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426 AXERAVLDOERICEATSHHR

E— N REANT, TLARY—EIZEY LCI699 HEIFE 5 00 RIS 5 BB A et
L7= (GLP JEi#fH, [Table 2.6.3.4-0570242]) , 1 B 2 T L A b Y =45 — 7L KiZ
LCI699 % 0 e TN 7.5 mg/kg D HETHEIRR OG- L, #5001, #5145 KO 24 Refic—eikies
B, REXOEHEELZAE L, FHME, GHEY R, ok OEX, RO
kT 2B R4 1, 2, 3, 4, 6, 8, KOV10 BEEIZFEAM L 7=,

LCI699 #5512 B L7 —fREE X B RO LI A b o T, 72, JE, Ok,
DEMX, MOMEKEICHT 228 A6 NRhoT,

427 AXERAVEDLDOERICEAT HHR

E— N REANT, TLA R —EIZLY LCI699 HEIFE 5 00 A RIS 5 BB E et
L7 (GLP i#H, [Table 2.6.3.4-0680192]) ., 1 ##E 4 FlOT L A F U —#35 0D ©— 7 LRI HEHL
KD LCI699 %2 0 (BEAR) , 0.5, 1.5, KO Smgkg DHBE T/ 0 A4 —_—{E (U v aT
7R 2 HELLE) ISRV EERAOKE L, —MREBBIELFER L., £, F&EG 24 FFE% E
CToME CEAME, IGHESIRImE, RE) , 0o, ROOLER/ T A—4% [PR HFE
(PR) , RR @ (RR) , QRS, QT, MROMMAMAHIE QT MIE (QTe) 1 ZFFM L 7=,
TARTORIEREIZBNT, ETITRDO LT, —MBIKREIZI VT LCI699 512 B L 7281k
Ao iehole, Fio, DIER~ORLNREEBL RIS IehoT,

428 A=V AYPILZRAVEERKREICKSDOERICEAYT HHER

=T APNERANT, TLA Y —JEICEY LCI699 H[EH#5 0.0 R x4 5 284 A
B L 0 F L7 (GLP JEHE M, [Table 2.6.3.4-1270320]) . 1 BEMERES 3 Bl =27 A H L
\Z LCI699 % 1 H HIZ 10 mg/kg, 4 H HIZ 30 mg/kg, &8 HHIZ 100 mgkg DHE TEILZEILE
ERAKEG L (V4> =270 b :3~4 H) , —iREBBLE, (KREANE, BEEEHE, mikY
RORRAS, MREEERA, MRETFRRE, KOLEMASTA =% (v Ty hAT U A LY
—) ZFHil L7z,

TRTOHEBIZBNT, RO L2072, 10 XX 30 mgkg 5% O —#IRREIZ
LCI699 52 B L 7= (i3 v o 72, 100 mglkg Z %5 U1 2 IS ipidsE, IRk, 1R
MO EE 7 —IRIEDZAL N A B =0, METIE 2 BIONRH-O A8 Hiviz, HEOIKRE~DE
BT LIRS TN, METIZ 7 B E £ TEREOHED AL LN (8 HHED LCI699 % 5-LIKE, 25
bixFA e o7z) o BRI TS LCI699 $5-% 24 Wi £ Tl Lz, k==
T LCI699 % 512 B L 7= LIZB D b vz oo 7o, MiRA LS RE Tk, MaF <
mmygui®m%?EUwEV®ﬁfﬁﬁm1mmyg@mifﬁﬁ(%1m)&oﬁv7
F=r (HEEH) OBRERBEMATRD 57z, 30 mgkg LA EDOHETHEEKGHIIZ QTe Z1ERE L
72o QTeIERDFEO BV 30 mg/kg H G- DIREE & (A& 5% D Cmax : T 5740 ng/mL, Hf
T 4540 ng/mL[Table 2.6.7.3] X N /L TOEHR & HE 266% 05, FHHEHE Cmax LT
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4213 ng/mL, MET 3332 ng/mL) 1%, TERKEKHEOHEEEZER [Cmax 232.26 ng/mL (EH
REICB T 22g@EREOTRE) KOt F TOEABEGE 364%0 5, AT Cmax (X
147.72ng/mL] @ 23~29 (T -7z, F£7=, 100 mgkg OFHETIL, HE 1 HZ PR LT QRS DIE
R, WONZIHRENE P R OB 2R DBE 2 BT8R, B 1 .M IME

(PVC) , FERspetE L= (NSVT) , MOV —F K KUYk (TdP) HN@ED LT,
100 mg/kg ¢ 5-FEOIRFE & (H[E#H 5% @ Cmax : T 30600 ng/mL, T 7870 ng/mL[Table
2,673 5, FHEREATE Cmax 13T 22460 ng/mL, MET 5777 ng/mL) 1%, T & KK & OHE
EMgEE GERAE Cmax 1 147.72 ng/mL) D 39~152 T > 72,

UEDZ D, QTeiERIZBT 2 MM A (NOAEL) (X 10 mgkg &5 % HiL7z, NOAEL Z
B HEEE (Cmax : T 1710 ng/mL, T 2300 ng/mL[Table 2.6.7.3]) 726, FEAESE Cmax
IIHET 1255 ng/mL, MET 1688 ng/mL) (%, TEmXKEKHEOH ERER FEHEAE Cmax :
147.72ng/mL) @ 8~11{FThH -7z,

429 H=VAHPILZRAVEREREICKSDOERICEAT HHER

=T AFNERHNT, T AR —IEIZED LCI699 KIE# GO MERICKT 588 % K
FL72 (GLP Ik, [Table 2.6.3.4-1270612]) . 1 FERE 3 HlD 1 =27 A B ILITHERUKH O LC1699
Z0 (R , 10, ROV 30 mgkg/H O ET 2BEMKER DKL LT, —iekiesliss, REE,
BERHENE, ROLEXATA—4 (¥ 7y hAT LA M) —) 25l L7,

TRTOREHRICENT, SETITRO bR hoTo, —MIREE, (KH, KOEEEIC LCI699
B 5B U 7= 2T A /e o o, LCI699 1% 5% 1~8 FEIC B W CHEKFMIZ QTe &
SEEL, 5 2 BIZBWT, X"—2F 4 U CTHIEL7Z QTe X 10 mg/kg/ HHET 28 ms (11%)
30 mg/kg/ HEET 71ms (29%) ZEE L7z, £72, QTc OZAENE, Mm4EH LCI699 IEEHER & —E L
TWie,

L7223 5T, 10 mgkg UL EDORECIWTHEKFRN R QT IER N FRD BTz, 10 mg/kg bk
OIEFEE QAR 5% O Cmax : 2220 ng/mL[Table 2.6.7.3]12>5, FEFEAH Cmax IE 1629 ng/mL)
%, TERKEKHEOH ERE R GEM AT Cmax @ 147.72ng/mL) D 11 {5 TH-o7,

4210 H=9A4HFIILZERAL=LCI699 KT SOM230 B IIfgrRAKREIZ K 500
ERICET S5

=7 AP NLEHANT, T AR —EIZED LCI699 KT SOM230 HAh S X Hf % 50> Catfi
BRI A A ME L7 (GLP ], [Table 2.6.3.4-1270713]) . HEH =2 A YL 8 il % 2 B

(46 HE) 12430, BE 113 LCI699 10 mg/kg, SOM230 1.6 mg/kg, LCI699/SOM230 10/1.6 mg/kg
RO 53R CRE3K) %, BE 2 121% LCI699 30 mg/kg, SOM230 1.6 mg/kg, LCI699/SOM230
30/1.6 mgkg, KOG EAZ 7 v 24 —N"—{E (Vv 270 b4 HELE) (22X,
LCI699 (T HE[E#E M, SOM230 [ Hi[A 7 N5 L7z,
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—fReIRREEI SR, (REWE, MEFRE, M OMEAELFORE L2 EiE L=, £/, §&5%
30 41, 1~24 K& oot CEHME, NG dRgim e, IRE) , O, iR, RO
EX/XF A—4 (PR, RR, QRS, QT, KO'QTc) ZHIE L7,

FTRCOERIECB N T, RO bR Tz, —BRREOZEIL, WEH T FRICIRE
ST, LCI699 13X 10 mg/kg D& (BRI 53T SOM230 & Offf#5) TifE, hi,
RIR K VDB NT A —HIZHEREBE RS2 ho7120%, 30mgke O & (HAME S X
SOM230 & Dfffixh) Tkt (HESIME, FHME, KONRE) O —mtEo &2
B QTe ZIER L7z, QTe JER DR ITHAR G AR GR DTN KRE L, ERIEMO
Frfthe L E Do 72,

4211 H=9A4HFILZERAL=LCI699 KT SOM230 B IIfgrRAKRE5IZ &k 50
ERICET S5

=7 AP NLEHANT, 7L AR —EIZED LCI699 KT SOM230 HAh S X Hf % 50> 0aifi
BRICKIT A A St L= (GLP WM, [Table 2.6.3.4-1570261]) . 6 BIOHESD =27 A HZ
AER1H, 40, 8H, 150, 22 H, KU 25 HIZER, LCI699 30 mgkg, SOM230 2.07 mg/kg,
X LCI699/SOM230 30/0.129, 30/0.517, %L<iwmmmy@@%%fLa@9i%D&5&
OV SOM230 132 T#eh- Lz, —MiRiEsIZS, DR, ROV ERIRNE & Sk L7,
FTRTOHLIEBEIZBNT, LCI699 | %th%t,méim,&UWEKM IO LN
77, LCI699 30 mg/kg DL (HA 5 X% SOM230 & OFFHEE) 1280, QT KON QTc MDAk
ERA LN, QTc IEEDREL, HERME TARE—ThH-o72bDD, SOM230 O H&EIZKFE
77, LCI699 #5411 THE L CRIFREE (23~26%) Th o7z, ROV LEZHWZT LA Y —3 R
Tl QTc MEE O IT AN GAZ LR B GREO TN R E Do 7228 (42,10 ) , KRR TIX
QTc JEEREH TOHHEITHE I e o7z, LCI699 (ZRHE L=/, %k, KOWLER
RTA=HDOEALIZ R N2> 72 h, LCI699 30 mgkg D5 (B 5 % SOM230
0.129 mgkg & DHFHFEE) 12XV, TE5EK 1 K 4 FEIC T TENREOHEM (&K
26%) DFO LTI,

4.3 PIRFHRERICEAT SRS M EEHER
431 Ty bZERAW-hRAERICEY H5ER

7 > b & HWT LCI699 @ CNS IZxd % 584 it L7z (GLP /1], [Table 2.6.3.4-0680190]) .
1 BRI 10 11> Wistar %7~ MIKERIKH O LC1699 2 0 (HEAK) , 0 1,&05m%g@%%?

AR O G L, #5484 15, 30, 4543, 1, 2, 4, KON 24 HE *hﬁ@ﬁ 1TV, B E 1
FERIZ IR ZHIE L=, mHE®E G mgkg) (2815 Cmax 1, TEKRKEKRHAEIZB T 2HEE
HEBRBZEEON 10ETho72 (7 v FERHWE 4 BB ER S HERBRO 5 mg/kg BEOMEC IS T
L5 1 B ORFEE[Table 2.6.7.7B-067014117> HHEH)
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TRTCOEFEFIZBNT, FEEITRO LT, —BRITEEZICIV T LCI699 $&5- (2B L 7=
AT BN v o T2, F72, CNS ~DE X IKRIRDOZVIZFR D Do 72,

4.4 FEIR R (CBE T R REBHAER

4.4.1 Z v RV RICEY 555

7w & MWT LCI6Y9 DORERRICK ¥ 282 it L7z (GLP M, [Table 2.6.3.4-
0680191]) . 1 HELE 6 fFild> Wistar 5527 > MIFFERIKHF D LCI699 % 0 (BAEK) , 1.5, KO 5 mg/kg
OHETHEROEKE L, YVFRAET T 72T, Bhal, &5% 1, 2, 4, KO 24 1FH
(ZRER ST A —& (1 [EHRE, PR OV i) A3E L, —MelRiBix 1 B 2 [BIEgL
72, mHE (Gmgkg) 28T 5 Cmax 1%, TERKEKRHAEIZE T D2HEERZEEORN 10 5 TH
-7 ([Table 2.6.7.7B-0670141]/ S5 H)
TRTORIEREICBWNT, FEEITFRD LT, LCI699 #4512 BE Uiz —Bok g, & OMER /<
T A= DI RSN DT,

5 RNFHEDEEFRAHER

A2, 10 K O42.11 THAE SR,

6 ERR UG

LCI699 1X in vitro DRFHI B W CilEfn it 2 & b CYP1IB1 (11B-/KER(LBESR) (25 LT
PREEMEZ R L, 0 IC50 fEiX 2.50M ThoTo, —F, Bz 7 v MEER DT v MEI
BARE YR — MZEIT S CYPLIBI BEEEMED IC50 EIXZ 4 410 M 2 OY 3045nM TH ),
b MR L L TENZEI 164 5N 1218 [k o 7=, 7 v ROV VE W= in vivo
ACTH AR O E 1 5, LCI699 (X7 v MIBWTaLFaxT a AR E HEEIFHI
L, <o ED50fElE 73 mg/kg, ECS0 fli% 36 uM Tdh - 72, $ /11T LCI699 150 pg/kg % %5 L
Tl &, TORAT o G ERREE L LK 90%IMEl Lz, —J7, anF Y — L AEGA~
DEBIRBD LN -T2, 72k, —HOBRRBAE TIX, LCI699 OEN /LT — LG
FANHERARRBD N TND, ThbDZ &b, LCI699 @ CYPLIBI EEZMN LIzaLF Y —
NV ANF axTa AR ER IR L > TRARD Z LVRIBEN, FOAIEE RC
BOWTHRbEL, YLVEDRT v FTIHERWEE 2 iz,

LCI699 D72z AMEFEPERER 2 I T, in vitro 1238V T hERG ¥ rAVZHE L, REIRZFHIHE
T ORI RSN, £, TAKROA XZ2HWLIE RICE T 238 TlE QT MRIERE 2
HBi, FAOEHERTIE PR X QRS MROER, PVC, INT TP 23588 Hiviz, (Dl
RA~DOEBENRD SN EFERIE, A Cmax (23S &, TERKERHEICBT AHE
BRFEEO 11 5L ETH o7z, LCI699 (ZBSE# L7z QTe FIFRLE I NZZ ki< PVC KUY TdP
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DIEMER A T = X MFBRL TR TH D03, @V OIREE & Th b DlsE R AR PR 2L R DY
ANEZENIL, DA A F v RA~OEEHIBRERZRET 56D LEZ b,

7 v b A& T2 PARAR R R ST R I BT 5 A PR SEE SR ClE, LCI699 ¢ 5- 1B L 72
CNS K ONMEREEE~D I 50 BT b o Te, —F, ~ U AZHWE 13 lEE#
G2 D 30 mg/kg BT CNS BED 228 (BCEAITE), HEiiBBbos, KOVHEFEE) O
JUitE) RS L, 30 mgkg $EGREO Cmax (HET 10400 ng/mL, HET 12000 ng/mL[2.6.7.7A-
0770695] ) 1%, T EKKEEKEMAE (30mg 1 H 2 [[) BT 5HCHEFEE (Cmax:
232.26 ng/mL[2.4-5.8 HH]) D 48 [GETholc, £lo, A X&E MWz 13 BHEKER 5 FHMHERER O
10 mg/kg #EC CNS (2T 28 (WBWITHE) 2O L, 10 mgkg #5800 Cmax (BT
6220 ng/mL[2.6.7.7H-0770714] ) 1%, TERKEKHEICK T HHERBEED 27 5 ThH o7 [2.4-
58 H], v U AKUA XITHBIT D CNS BEDOEALD A T = X L FBLK R TR TH 503,
LCI699 I CHOTINCEAINAT IV RRATa  OEREHEL, b AX I -1 SRRIEMEN
CNS ~DO/ERIZEEE L TWA aEEME2 % 5 (Gomez-Sanchez et al. 2005) , A4 7 ¥ —4 v MEMEIZ
B4 2 2SR EEABR I35 1T D LCI699 D b A X 2 -1 SRR EMEH O 1C50 1L 10 uM TH 1,
T E R KGR A BICB T 5 IEMEATE Cmax (0.65uM) @D 15 5T - 7=[Table 2.6.3.4-RD-2013-
50304, 728, BHWEEAREDT I=AT 4 v 7 XIIT X A=2AT v V7 EHOFEIZAHTH
77,

UL EDOFERRIRBRAGE N &, 7 v & v TREGERBE OIRFRICB W T, IMISCERICHE L1 H
ER OB TAREZHEHT 52 L3RS b0 THD Ll Lz,
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e

5 Bl L TWZRNWEREL () Bl L TWRNWEREL (R)

ACTH adrenocortocotropic hormone Bl R R ARV

Ang 11 angiotensin II T TTU

APD60 action potential duration 60 60% 33 5 F TOIEBN BN £ RF L

BP blood pressure 1+

BT body temperature ARIR

CNS central nervous system A AR SR

ECG electrocardiogram DEX

GLP Good Laboratory Practice 3R 5 022 AP B 5 FERE IR IR ER D i
D HLHE

GPCR G protein-coupled receptor G E BT AAE

HEK human embryonic kidney b R

hERG human Ether-a-go-go related gene t b Ether-a-go-go BHEIE{R T

HR heart rate A

IC50 half maximal (50%) inhibitory concentration 50%PH. 55 1

IGS insulin-like growth factor A A UEERE IR

Ki inhibition constant FHFE B

NA not applicable BMiL

NSVT non-sustained ventricular tachycardia FEFREeME O S AE

PR PR interval PR [ @

PVC premature ventricular complex 1L PSR

QRS QRS interval QRS [l

QT QT interval QT kA

QTc QTc interval corrected for heart rate DIEEAIE QT Rk

TdP torsade de pointes MY —FK K HRU» b

Tp-e Tp-e interval Tp-e kR




Confidential Page 4
CTD 2.6.3 EHEABRBER LCI699/A<m kAR Ay k1) VERIE
H =
2.6.3.1 EEHABR-ER
— ; o o ; o - = CTD 12k %
AR O Tl RBRR/ 7e ha—n Bh5I71k St ft 53¢ AR = B
W17 % BT D RRER
>In vitro SEBEFRER
Enzyme activity study Activity of recombinant human 11f-hydroxylase  In vitro Novartis Pharma AG ~ [RD-2007-51927] 4.2.1.1-1
Enzyme activity study Activity of recombinant human aldosterone In vitro Novartis Pharma AG ~ [RD-2009-50223] 4.2.1.1-2
synthase
>[n vivo FEERFRER
Hormone measurement in plasma  Reduction of plasma aldosterone in a Ang II Single oral Novartis Pharma AG ~ [RD-2006-50315] 4.2.1.1-3
stimulated rat model (0.1,0.3, 1, 3 mg/kg),
single intra-arterially
(0.3 mg/kg)
Hormone measurement in plasma  Effect of LCI699 on Ang II stimulated plasma Single oral Novartis Pharma AG ~ [RD-2007-51901] 4.2.1.1-4
aldosterone in rats (0.1,0.3, 1, 3 mg/kg),
single intra-arterially
(0.3 mg/kg)
Hormone measurement in plasma  Effect of LCI699 on ACTH-stimulated plasma Single oral Novartis Pharma AG ~ [RD-2010-50210] 4.2.1.1-5

aldosterone and cortisol concentrations in

(5, 15, 50, 150 pg/kg)
monkeys
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HEA T CTD 2
RO H i 15071 W e
’ ) T ko " 1 B AR
RGO Sy
>In vitro FELH R
Enzyme activity study Activity of LCI699 on recombinant human aldosterone synthase In vitro [RD-2009-50223] 4.2.1.1-2
Enzyme activity study Effect of NVP-LCI699-NX-1 on aldosterone production in human In vitro [RD-2005-51167] 4.2.1.2-1
adrenocortical carcinoma NCI-H295R cells
Enzyme activity study Effect of NVP-LCI698-NX-1 on human aromatase activity in vitro In vitro [RD-2006-50293] 4.2.1.2-2
Enzyme activity study Effect of LCI699 on human aromatase activity in vitro In vitro [RD-2007-51924] 4.2.1.2-3
Enzyme activity study Effect of LC1699 metabolites on human 11-hydroxylase activity in vitro In vitro [RD-2014-00299] 4.2.1.2-4
Enzyme activity study Effect of LCI699 metabolites on human aromatase activity in vitro In vitro [RD-2014-00365] 4.2.1.2-5
Enzyme activity study Effect of LC1699 metabolites on human aldosterone synthase activity in vitro  In vitro [RD-2014-00354] 4.2.1.2-6
>In vivo FEIRRER Fhii LTV e
L AEVESEHER 2,634 HBH

ST ZERE A B AR TR ES/ A PNQAY/NA
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2.6.3.2 FEHEEMITHHER

2.6.3.1 12304k

2.6.3.3 EIXRAIFEERAER

2.6.3.1 12304k
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2.6.3.4 REMFEHR
Organ Species / Method of Doses (mg/kg)? Gender Significant findings GLP  Report Location in
systems strain admin. and no. number CTD
evaluated per
group
Safety 51 GPCRs, 8 In vitro Upto 10 pM NA An activity of >50% inhibition at 10 uM was found only =~ No [RD-2013- 4.2.1.3-1
Pharma- ion channels, on the histamine H1 receptor (64%; IC50 =10 uM, Ki = 50304]
cology 4 transporters 7.1 uM).
Profile and 3 No significant binding to any of the remaining targets
enzymes was found.

Cardio- hERG In vitro 1, 10, 30, 100, 4 >10 puM: inhibition. IC50 = 54 uM Yes [0616814] 4.2.13-2
vascular HEK293 cells 330 uM
Cardio- hERG Invitro 0.1,0.3, 1, 3, 10, 3 LCI699 did not result in significant hERG trafficking No [1370701] 42.1.3-3
vascular HEK?293 cells 30, 100 uM inhibition
Cardio- Ion channels Invitro 10, 30, 100, 3-6 The IC50 for the inhibition: 103.6 uM on Kir6.2/SUR2A  No [1370651] 42.1.3-4
vascular expressed in 300 pMe© and 95.0 uM on hKvLQT1/hminK

mammalian
cellsb

In all other channels, the highest concentration of
100 uM did not inhibit more than 50% and IC50 was not
determined
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2.6.3.4 R EEHER (cont.)

Organ Species / Method of Doses (mg/kg)? Gender Significant findings GLP  Report Location in
systems strain admin. and no. number CTD
evaluated per

group
Cardio- Isolated rabbit  In vitro 0.1,0.3,1, 3, 2-3 > 1 uM: APD60 prolongation No [0518535] 4.2.1.3-5
vascular heart 10 uM 10 uM: APD60 prolongation was accompanied by

reverse use dependence and triangulation

Cardio- Isolated rabbit  In vitro LCI699 alone, 4 > 0.4 uM LCI699: Increase in QT prolongation with no No [1570263- 4.2.1.3-6
vascular ventricular SOM230 alone, change in TdP 01]
wedge LCI699 with 42.9 uM LCI699: Increase in contractile force at lower

SOM230, LCI699

- stimulation frequencies
with SOM230 and

>14.3 uM LCI699 with 0.3 uM SOM230: prolonged Tp-

1 d,e
glucose ¢ (did not result in QT prolongation)
42.9 uM LCI699 with 0.3 pM SOM230: increased TdP
scores
CNS Rat/HsdRcce Oral gavage 0,0.5, 1.0, 5¢ 10M No neuropharmacological signs were observed. No Yes [0680190] 4.2.1.3-7
Han:WIST mortality or no changes in clinical signs, body weight
and BT
Respi- Rat/IGS Oral gavage 0, 1.5,5¢ 6 M No mortality or no changes in clinical signs, body weight  Yes [0680191] 4.2.1.3-8
ratory Wistar and respiratory function measurements
Hannover;
WI(GIx/BR:

Han)GS BR
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2.6.3.4 R EEHER (cont.)

Organ Species / Method of Doses (mg/kg)? Gender Significant findings GLP  Report Location in
systems strain admin. and no. number CTD
evaluated per
group
Cardio- Dog/Beagle Oral gavage 0,7.5¢ Control: ~ No effects were observed in clinical signs, food No [0570242] 4.2.1.3-9
vascular (Implantable 1M consumption, ECG, HR, BP or BT
telemetry) LCI699:
2 Mf
Cardio- Dog/Beagle Oral gavage 0,0.5,1.5,5° 4 Me No effect in clinical signs, body weight, arterial BP, HR ~ Yes [0680192] 4.2.1.3-10
vascular (Implantable (2 days of washout or ECG ir}t?wals. No arrhythmias or ECG waveform
telemetry) period) abnormalities were observed
Cardio- Monkey/ Oral gavage 10—30— 100° 3 M/3F > 10 mg/kg: T Bilirubin No [1270320] 4.2.1.3-11
vascular Cynomolgus (single qscendmg > 30 mg/kg: Dose-dependent QTc interval prolongation
(Noninvasive doses with 3-4 .days 100 merke: § inical si :
telemetry) of washout period) mg/kg: Severe clinical signs (a pale appearance,

head shaking, dilated pupils, disorientation, ataxia,
decreased motor activity, muscle twitches, muscle
tremors, emesis with apparent food, chomping/chewing,
salivation) (2 M), emesis (2F), decreased food
consumption, T Creatinine, T Urea, PR and QRS
interval prolongation, conduction abnormalities including
non-conducted P wave and aberrant ventricular
conduction in one male; PVC, NSVT and TdP with
recovery in an another male

Maximum tolerated dose: 30 mg/kg
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2.6.3.4 R EEHER (cont.)

Organ Species / Method of Doses (mg/kg)? Gender Significant findings GLP  Report Location in
systems strain admin. and no. number CTD
evaluated per
group
Cardio- Monkey/ Oral gavage 0, 10, 30° (2-week) 3 M No changes in clinical signs, body weight, food No [1270612] 4.2.1.3-12
vascular Cynomolgus (2-week) consumption, hematology and clinical biochemistry
(Noninvasive >10 mg/kg: Dose-dependent QTc interval prolongation
telemetry) between 1 to 8 hours post dose
At week 2, QTc interval were increased approximately
11% and 29% over vehicle control at 10 mg/kg and
30 mg/kg, respectively
Cardio- Monkey/ LCI699: Oral  LCI699: 0, 10, 30 4 Me 10 mg/kg LCI699, 1.6 mg/kg SOM230 and 10/1.6 mg/kg  Yes [1270713] 4.2.1.3-13
vascular Cynomolgus gavage, and/or SOM230: 0, LCI699/SOM230: No changes in BP, HR, ECG intervals
(Implantable SOM230: 1.6° and BT
telemetry) subcutaneous (4 days of washout 30 mg/kg LCI699 and 30/1.6 mg/kg LCI699/SOM230: A
period) slight transient increase in systolic and pulse pressure,

and increases in QT and QTc interval. QT and QTc
interval was higher in magnitude or duration in
SOM230/LCI699 compared to LCI699 alone
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2.6.3.4 R EEHER (cont.)

Organ Species / Method of Doses (mg/kg)? Gender Significant findings GLP  Report Location in
systems strain admin. and no. number CTD
evaluated per
group

Cardio- Monkey/ LCI699: Oral  LCI699: 30 6 Me LCI699 or SOM230 at all doses: No mortality or no Yes [1570261] 4.2.1.3-14
vascular Cynomolgus gavage, SOM230: 2.07 changes in body weight, BT. No changes in QRS

(Noninvasive ~ SOM230: LCI699/SOM230: duration

telemetry) subcutaneous (3)’0?00/5 01';29= 30 mg/kg LCI699: Increased QT and QTc interval,

Increased pulse pressure
30/0.129 mg/kg LCI1699/SOM230: Increased pulse
pressure

2.07 mg/kg SOM230, 30/2.07 mg/kg LC1699/SOM230:
Clinical signs (hypoactivity, recumbency), shortened PR
interval, hypotension, decreased arterial pressures

2.07 mg/kg SOM230: No effect on QT or QTc intervals

30/2.07¢

(At least 2 days of
washout period)

F = female, M = male

a = Single dose unless specified otherwise.

b =hCav3.2, hHCN2, hHCN4, hKir2.1, hKir3.1/hKir3.4, Kir6.2/SUR2A, hKvLQT 1/hminK, hKv1.5, hKv4.3, hCav1.2, hNavl.5 and Late hNavl1.5.

¢ =In Kir6.2/SUR2A and hKvLQT1/hminK, inhibition greater than 50% was observed so additional nominal concentrations of 10, 30 and 300 uM were evaluated.

d=LCI699: 0.4, 1.4,4.3, 14.3 and 42.9 uM, SOM230: 0.1, 0.3, 1, 3 and 10 pM, LCI699: 0.4, 1.4, 4.3, 14.3 and 42.9 uM in the presence of 0.1 or 0.3 uM SOM230. LCI699: 0.4, 1.4,
4.3, 14.3 and 42.9 pM in the presence of 0.1 pM SOM230.at glucose of 60, 99, 200 and 400 mg/dL

e = LCI699: Shown as free base. Salt/base ratio is 1.431. SOM230: Shown as free base. Salt/base ratio is 1.254.
f= Vehicle was administered orally by gavage on day 1. LC1699 was administered orally by gavage on day 2 to the same dogs.
g = Each animal received control and/or test item using a crossover paradigm.





