ES/ 7& 20 mg

F2H(ELA—I2):CTD OBE(H<TI)—)

26.1 #E

KEESTEKKSH
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26.1 #E

v 7 AF 1%, FAESFARMA AR L7208 fl e 2% X 0 i ARSI CTHD. BT AF
VDB AF I HU RIS KHT DR AEAE, invitro & invivo IZBIFAH e A& I AE KR
invivo ([Z81F AHLT LV —ERRET S I, B AX I 2 Hy B IRICH LU GR35 PIHER %
A L, invitro X invivo TEEFOE A X I HiiEHi#EChH LT 1 ¥ VR & SIZFRRE T,
TaX VT2 FVUEBE LY bRV 2 RT 2 L AR ST

BT AF U DOEARSL, B4, LR R OREXEE26.1-1IRLEZ. ETAF U, =T
v, RIRHEARAF LR, TV 7 bV e (LT, 7ax YT FUy) sl

ML CUBEKICET 2 E 24 IVETHD.

#2611 ESRFUOEARA, £, ELELRUEERX (JAN)

H A I AF
Joth Bilastine
b4 2-[4-(2-{4-[1-(2-Ethoxyethyl)-1H-benzimidazol-2-yl]piperidin-1-yl }ethyl)phenyl]-

2-methylpropanoic acid

HEE

ETAFUDOFETLREE - 2R (R) LOHE - & (8) 2Ll TIoRLE.

Bee - AR ()
TULAR—MERSR, RS, BUERE (85 - BUER, 5, BUEE OREIE) IHED £ OB

ML - HE (B

WE, RACIEEZAF L L TC1E20mg 2 1 H 1 [RZERFICROKBET S, ok, ER
X0 EERET S.

S5 3R

1. Simons FE. Advances in H;-antihistamines. N Engl J Med. 2004;351:2203-2217. (5 4.3.7 1#)
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26.2221-1 T v FOERAH I UFEFRLEMAE @M TEI ST 2 IEIER B
IS LTRSS 12
26.2221-2 T v bOt AF I RSN E FIEMETTEIZ R 2 M E A
CEIIRIIFEE.) ettt ettt n s 12
26.2222-1 T v hOERF I UFHERLENEHGEETLEICHTHET AT
514 DOFRABRBERE] & HIHIZR DHERE oo 13
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2.6.2.22.8-1 HLOVAMEEZ LD T~ b PCAIZKT DIHENEH o 19
2.6.2.2.2.8-2 PLDNP-IgE (2L 5T v b PCA KT DHIEA oo, 19
2.6.2.2.2.9-1 7 v b ® compound 48/80 R BIEANZ X HEHEEM oo, 20
2.6.2.2.2.10-1 7 > @ compound 48/80 &% % K & If. & 15 i TUAE LS %69 B Hi VB
T ettt ettt 20
2623211 T v hotw b= UL ENEGEMETLEIC ST 5 IHEH...24
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TT X RO TEFN T T T EE e 50

x—E
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#26.22231 FETENLEY FOE RF I UFHERTEIGEICXTT 5 &R To
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326242631 ~UREZHWEETRAF U ROMOIEY) DR FoR)LE X — )L
B T A s = ST 46
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TFTEEZED et ettt ettt ettt ettt 47
72624311 ETRAFUDOMRIRFR/INT A —Z ~OE M, 1R E K
VB TR oottt 48

¥F-96221-BM Bilastine X |3 Bilastine |3\ d BT A F 2 254,
BRI EF O F-96221-BM X T F-96221-BM1 [TV s BT ZAF 2.



= 2.6.2 SRFRERER O E L
BE—EX
[ 352 WA

ACA active cutaneous anaphylaxis : BEENENERE T 7 4 7 F v —

DNP dinitrophenyl : =t 7= =)L

EDs 30% effective dose : 30%A zh &

EDsg 50% effective dose : 50% 4 %h &

Emax maximum observed effect (peak effect) : fx KZhHE

GLP good laboratory practice : [ 3£ 5 072 42 B3 2 FEEG AR AR BR 0 S i 0 FLUE

HEK293 human embryonic kidney 293 : t FJGVEH B GHfuER)

hERG human ether-a-go-go-related gene : & MEIEHEENMED U ¥ LA F 0 F ¥ RVER
+

hKv1.5 human Kv1.5 potassium channel : & k Kv1.5 7 U 7 AF ¥ %)L

ICs 50% inhibitory concentration : 509%H. 2 ik B

IgE immunoglobulinE : /&7 07U E

IgG immunoglobulin G : fE 7 a7 > G

V. intravenously : FHIRNIC

Kq dissociation constant : fiZEfE &%

K; inhibition constant : BHZE E%

Kv4.3 Kv4.3 potassium channel : Kv4.3 7 U 7 5 F v 1)L

KvLQT1 KvLQT1 potassium channel : KvLQT1 # U 7 AF ¥ R/L

minK minimal potassium ion channel : minK % U 7 A5 ¥ 3®/)b

msec millisecond : X U #

nH Hill coefficient : Hill $&%%

ns not significant : A& Z72 L

OVA ovalbumin : JFE 7 L7 X

PA; negative log of the concentration of antagonist which would produce a 2-fold shift in
the concentration-response curve for an agonist : 7 = = A k ORGSR E 2 fi%
RN AT EI S 5 DICKERT 4 A= F DE/VIREDAXE

PCA passive cutaneous anaphylaxis : SZENVEIERJET 7 4 7 F v —

pD’;, negative logarithm of the molar ECs, value of an agonist : 7 ==& NI X KX
J5% 50K F X257 v ¥ 2= R hDEVEEE DA

pKi Ki D x5tk

p.o. per os : &M

PR P-R interval : PR &

QTc corrected QT : #fiiE QT ([#k&)

SE standard error : fEVEFAE
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2.6.2 EIBABRDOMEX

2.6.2.1 EX2)

EIAF UL, ERZ IV HI BRI CH Y, RO b 2 ¥ I H ZERIZE D
BIRMEZHT D2 EAMERSN TV D,

BT 5B TIE, EFRAF O 22 I B LT LA —ER 2R LTz

b AL I Hy BRI DR BRMME R O AR Co v 2% I UHEEUERIL, 7 =% Y
TPV RBEF IR0 oo, B EHWciie 22 I AEA ORI T, EE
v Db ZAZ I UEHRKGENNE & OSGE L& BT, 7 > b o R LAE E st T S
FHECINZ, EAE Y OB AKX I UREIESE, T > kO compound 48/80 7% B K OV i 1L
FRPETTHEZ Tl L, TN TORBR TN EMR L. 7y NAOELEY P2Vt X
I ANERORBARE, 72XV 7o F VU0 BEL, BF Y Vv EIIZIERSEO A& T
otz

7 LA —ER O CIE, HUE CHRE L7=8 4 vy, invitro Tl Schultz-Dale i %,
invivo TIXHURFBER O KR EAERLFMIL, a2 Lz, —F, 7 ARG K OELE
R GRS LTI, ET7AF AT EAEER L0 o7,

BRI ClX, © 7 AT OEMRIWEZ T 5729, SHEZFRL NS 4 F v 3
TS D AE G BAE & AR Z WA S IV AT 4 = — & —1Tk D ER oMl N
Z2C, Ty heRWEEr F=U ROT T U= VRO RE I E G R E T T A ER E B
AH IV R OH NN —)VEHER O B R WA G L7z, Invitro FRERIZEBWT, BT AT, b
2B IV HZBARUSMNRIZ E AV ETER 2R ST, @MV Hi B IREFMEZ R L=, —J5, invivo
RERCIE, BT AF U0, B e b= ROT T V% = a3 O RS e d i T & i L7y,
b AL I R OTINRa—)V i T B AR LTI ER L2 o 7.

LAV CIX, DME R, TSR, MR, bR R OURIMEREIC R B 5
AF O AN LTz, DIE RISKT 5B ORBR T, MHEALE Yy MUOBEICKTT AT
SUFZERHEM, & MO0 LREICBE3 20 U U AERISHT 288, b MR BkE
i (HEK293 #lfii) To> human ether-a-go-go-related gene (hERG) A A > F ¥ 1 /VIERIER, Wk
B FE/LE Y hOLERICKIE TR, TR — 7V RO, R OVLERIC RIE T2
ZfRat L7z, Invitro 3B CIX hERG A 4 v F ¥ Rk T 2 8% 258D 7= L O D, invivo ik
TEIAF U IIRIEENELZ B2 508 (ELEY FTIEET AF D 60mglkg, E— 27 LK
TlE 30 mglkg) TWTHOBEMFETHLER, DAL ONEIZ B A RIT S oo Tz, FARsd
FERICH T 2 HBORBR E LT, —A7E) (rwin O£ k), H3ES), RRITH, WHiHES (8
HRPERlBR), PUERIEH (XU AF LU T b7 — VLV TEREFREE), MEIREEIER (U7
YL, 28 )=V RN FLE S =)L), RRICKIETHELRF L. ©I92AF 03, <
7 2 11800 mg/kg T H 3EEB) D & /KT, = 7 & T% 200 mg/kg T MEIR I DO IE R 238 7=
P ERIZ L, =& ) — VTP T BN EE L~ T AT AF o G L3
TEH OB Z B o7z, BT AF 13 200 mglkg 2 #%5- L3541, X2 h3vE X — LD
TEMZHER L7208, ZOMEIIMOBEUWE (8 FV Py, TAT IV =L RTRTZ ) i3
FAEDOIEHZ 7R L7100 mglkg & 0 @WHETH 7.

WP SRR D BT, BT AF LT v MFRERRICK L TREB L o7z,
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THALERRICHRT T 2 BT, WPIAEEET » b O BFHERIC X 0 HIE L BER WK 9 5 B s
R L7z, €7 AT T BB WE, pH M OKREEREEICB L e o 7o, I, & EEICHT 5
WA~ T ADRKEE TRA LA, BT AFUITRE Lo 7.

BT AF O MARITKTS 2 58 %, invitro (RIS T DT > MRILERIEZ &6 CRET L 72.
BT AT N EERNITRD 2o 7z,

LAAMESEPRRCIL, © 7 AF TR A E T, PHMRSR, OmER, MERaR L
THLERICHEL LW EEX 2. £, RMERBIC b BT R - 72

HAPE R BRI, ~ v A2 AVET oy U Ens s o4 2 ok
OHAEERKLDRT v N &2 AW MiEEEE /ST A —2 kT 20077 o OMEB/EREZFHMIL,
I OIEA & OMEAERIL R 5T,

2.6.2.2 MO E=ZE T HHER

2.6.2.2.1 In vitroi E&
FICEFIVD 72V 72V rZ2ilBeE LT, B AH I HiZRIRICHT D8
M, AR CO v 2 Z I UAEHUEM ) O Schultz-Dale St ikl 2 £ L 7=.

2.6.2.2.1.1 EILEY FERXRE S VH ZBRRICH T SiEEHRMME

F/LE v RO/ D FHERL L 72 AR 5 A 50 mmol/L U BAREETR ICERE L, PH-v'Y T3
RO % 30 Sy RIE &87=. D%, GFIB 7 4 )V H —Z/—_A kL, ks F L
— A T —ICTHENENEEZRIE L, ELEy b AX I v Hy S BIRICRT A 554 B
et Lz (B 4.21111H).

5 AF L, BAE Y MNKBEEREA~D H-YY T I A A TE L, I OREEH (Ki)
il & AENERAE (SE) 1, 44.15+6.08 nmol/lL TH-o7=. —F, EF Voo 7% 72T 00
Y KIfEE SE X, T2 143.12+16.35 & 246+£40.7 nmol/L TH -7z (3£ 2.6.2.2.1.1-1).

£26.22111 EILEY FeRFZZIUH ZERKICHT HEESHEMME

e SE¥) Ki (nmol/L)

H; antagonists Bk Ki (nmol/L Ki

! g R ( ) P Mean + SE
F-96221-BM (Exp 1) 58.4 723
F-96221-BM (Exp 2) 38.3 7.42

44.15+6.08
F-96221-BM (Exp 3) 30.7 751
F-96221-BM (Exp 4) 49.2 731
Cetirizine (Exp 1) 153 6.82
Cetirizine (Exp 2) 175 6.76

143.12 +16.35

Cetirizine (Exp 3) 147 6.83
Cetirizine (Exp 4) 97.5 7.01
Fexofenadine (Exp 1) 236 6.63

Fexofenadine (Exp 2) 321 6.49 246 +40.7
Fexofenadine (Exp 3) 181 6.74

F42111%H AL E No.F96221BM.B08 Table 1~4, Table 9~12, Figure 5, Figure 14 } (8 ANEXO1 Table 1~3,
Figure 4 % iX %5
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2.6.2.2.1.2 ErEREIUH, ZBERIIKHT SiaEHMMN

bbb AZ I H SRR Z R & W72 HEK293 fla X v F7%8L U 7= f A ise i & 50 mmol/L U
VIRTREICERB L, H-EY T 2 R OWEBRE & 60 S RIER SH7-. D%, GFIB 7 4 L4
—IN—=R_A ML, R TF L= a A= CEEEARIEL, E PERXAZ I U H,y
SZRRICKT DGR ARG L7 (55 4.2.11.2 ).

ETAF UL, B R RX I H AR E R S SRR~ D PH-E Y T 2 RS AR
EL, KifE& 50%BHERE (ICs) fEIZZ i 64 & 180 nmol/L Th-7= (1X2.6.2.2.1.2-1).

2 Bl %~ T
%5 4.21.1.2 1H REREE # No. 6517 Figure 1 & OF Table 1-1 % 28

K26.2212-1 ESAFUOEFEREZIUH, ZARIIHITH2EHEMESDEERICHER

2.6.2.2.1.3 EILEY MEHEIBTOERZ = VERIERIGIZR T 51EH

FHEIBEEAIL, Tyrode MRHICIRTE L, #BRME % 15 nEASEZ. 20k, e RxAX IV
BRI TEONZIERIGZ, SEE N T AV 2= —ZHWTHIEL, EAXI T
I LTRSS ISRt 2 ER 2 /it Lz (5 4.2.1.1.3 1H).

BT AF L, b AZ I OREOGHER 2 SR EANC B E) S, 100 nmol/L BA_E DR EE Tl
RS ZIH Lz, o/ T=2 SORERISHBRZ 2 (5 EiREAIEATRE S &5 DI
VBT A A=A SOF/WVREOEE (pA) HEE T T=2 MZ K DR KRG E 50%E T S
LT B A=A MOENREOARH (pD’,) EHIZZIE4 8.05 & 6.18 Th-o7-.

TF UV b e RZ I OURE OGS 2 @R EAA~BE) 4, 1000 nmol/L LA E O T
RRBOG I Uiz, 5517 pAfiE & pD’plixENE4 7.31 & 5.19 Th o7z,

—JF, 72XV 72U T, EHARIAE AR ST, 100 nmol/L DL E DR E XV i KR E
ML=, Bohi- pD’LfEIX 6.23 TH-72 (X2.6.2.2.1.3-1).
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Control 7 10 5], F-96221-BM & 3 44, cetirizine ¥ 2~3 4] 2 (X fexofenadine B 3~4 5l OEHfE & SE (3 FILL EDOEE) 1.
542113 RBRHEE No.F96221BMC.A01 Figure 1, Figure 2 X% T8 ANEXO1 Figure 1 % 2425

2.6.22.1.31 EIEY MEHEEBOERE I UERIUERIGIZXT H/ER

2.6.2.2.1.4 ELEY MEHSETOERZ 2 VERIUERIGIZ® T 51EH

AU EAY, Krebs-Henseleit g ICG TR L, #BRMWE % 30 yMIMEH S8 7=, £0t%, b &
Z X2 E BRI TR ONTENMRIGE, FRE RN T VAV a——Z2HWTHIEL, B A%
LV THR LI IESOS ISR A ER 2 Mt Le (B 4.2.1.1.4 TH) .

BT AF L, 30nmol/L LA EDEE LY b 2 X 2 L ORKIGEIHIL, 55N pD’ o Eix
7.08 THHo7T-.

TFVI LT XY T2 F Vb A I VORKMIGEIH L, 557 pD L EIXE N
633 L 6.8 ThHo/z ([¥26.22.1.4-1).
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XX, control # 2~4 5], F-96221-BM B 2~4 il 2 O\ cetirizine & 2~3 5| O -4 & 7R §.
TXIZ, control # 3~4 51| &2 O fexofenadine i 3~4 5l OEHIE & SE &R,
%5 4.2.1.1.4 18 RERHEE No.F96221BMC.A07 Figure 1, Figure 2 & U8 ANEXOL1 Figure 1 % 8

2622141 FEIILEY MIESEDERA I VERIVERIGIZXT 54EH

2.6.2.2.1.5 RERBEEILE Y MEEERE TOSchultz-Dale &G 1259 5 1F A
JIE T 7 I (OVA) ICTEELZELEy XV EIBEMIN L, EARLZER L. fHE
IFFEALE, Tyrode iEFFICHETEL, B AZ 22 1umol/L TOULKEZ HIE L7=#%, OVA0.5pug/mL T
B % 250 U7z, BEBRVELIX OVATRING 5 3R DALE LT, B AX I 2K AUUEIC K 291
JEIC X B UHE D He A sk b i =- & L TF% L, Schultz-Dale SIS xt9 5 /EH Z2#iat L7z (55 4.2.1.1.5
IH) .
BT AF 0L, BAEEAE  MgHIEIRG OPURTERIHME SOGIZxE U CR B AR HIH] L
D 1Cso fEIZ 95.5 nmol/L T& - 7~.

TV T2 T 2 U B RERFINTHHI L, ICsEIXZELE L 759 & 282 nmol/L
Thot- (%2.6.22151).

10
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F-96221-BM #f 3~5 3], cetirizine £ & (" fexofenadine #f 3~6 5| DL & SE % 7R7.
5 4.2.1.1.5 1 RBRHEE No.F96221BMC.AL6 Figure 1 /% UX Table 1~3 % %

2.6.2.2.1.5-1 RBEEIILEY MEBEBORIRFFRINGERIG 29 5§ 1/EH

2.6.2.2.2 In vivoi B&

PLe 22 I AEHE, 7y PEOEALE Y REHWT, B AF I 2 R ORGSR R A 1 C
& % compound 48/80 |Z & > THIE S 415 SISk 2 MHER ZfFt Lz 517 LV X —1ERIE,
BHEL 72w U ZAROT v R & HWT, FURGETE O B 8 @ T (k3 2 $Hi1EH 2 85t L
oo ZOM AL WWROT LA =R T 2ER bR Lz, EiceFIvrer=%y
T F U ERRE U CERBRE I L.
2.6.2.2.2.1 Sy rDERZ I UBRRENE S BIETTEIZKT H/EH

HEME Wistar 7~ S OFEFER 2 # BT A 2010 pg & FEINEES- L, £ DEHZIZ 0.625% T /3 A
T % AmUkg £ 72D LD ICREIRNICE G LTz, B A% 5.0 30 %I ER A % 4
ML, M L-BFRELZEREL, AKX I VTR L RENEERIEICR T 2ER A B Lz

(%5 4.2.1.1.6 ) . FZhEHIIL, BOEGLHIRNEG D2 L0 TEL, ZhEhe AX I
BB 1 ReERT & V5 SRR E 2 e 5 LTz,

B OBETORGFAMTIEX, ©FAF 1T 1mglkg L0 AEICHHI L, 50%H20HE (EDs)
1X245mglkg Tho7o. —J, BF VU V0T 2mglkg kYA EICHHI L, EDsofiX 2.25 mg/kg T
bHotz (1X26.2.2.2.1-1).

FRARNBE G- T ORI TIE, BT 2 F 1% 0.1 mglkg & 0 A E 2 L, 30%4 %) H & (EDs)
13829 uglkkg ThHo7m. —J, BF U1 02mglkg LV AEEICHIHI L, EDsfiiX 281.4 ug/kg
Tho7- (X26.2221-2).

11
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10 Bl A Z T, BOERRIE, ARFHETORREEZRT.
**:p<0.01, ***:p<0.001 versus vehicle-treated group (Student’s t-test), ns: not significant
%5 4.2.1.1.6 TH RERHE E No.F96221BM.A50 Figure 1 k28

2622211 v hrOERZIUFREENEESAETEICHT HMEER (BOKE)

10 Bl A Z RS, BOERRIE, GRFHETORMREEZRT.
*:p<0.05, **:p<0.01, ***: p<0.001 versus vehicle-treated group (Student’s t-test), ns: not significant
% 4.2.1.1.6 1H REHE E No.F96221BM (ANEXO1.A50) Figure 1 ik %

2622212 SvrDERRIVERRENE S BEITEIZT 5 HINH|1EH

(BN S)
2.6.2.2.2.2 Y bDERZ I VERKEENEZBEMETTEIZH T SERADEFR
4
WEME Wistar 7~ b O 2 7 ATICE A4 22 10 ug & ENFE S L, ZOEZIC 0.625% T/ A

T —iR % AamLikg 72D KO ICREIRNICE G- L7z, B XA & I 5.0 30 534S 5 R TE 2 fii
HL, IR L-EEsER L. 7 AF0Iomglkg DHEAZ A X I 5D 05, 1, 2,
3, 4,5, 6, 8, 12, 16 XU 24 RFHIATOARERICKR NS L, B A ¥ I Cil% Lo BE g%
WYEC KT D EH ORFGitE2 Rat L7z (58 4.2.1.1.71H).

12
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BT AF UL AZ I RO R E R B TTHE A B G- 30 4370 B 8 K] E Tl 50% 2L i
L, #5412 B2 5 16 B % Tk 30%LL _E#ik] L 7=,

3k EMmHAR (FHBIFR% r=0.953) KOOI KNE (Ena) &N OFWFERIT, £
L 60%~65%K% U8 16~18 RFff] & #EE 47z (X12.6.2.2.2.2-1).

10 FIOFHME & SE 2ond. MERRIL, ARFHETOREERT.
*: p<0.001 versus vehicle-treated group (Student’s t-test), ns: not significant
% 4.2.1.1.7 1 RBRHREE No.F96221BM.A57 Figure 1 % (% Summary table % k25

2622221 Ty OERZIUVFRRENEZEBUTEICHTIESTRFUREED
RIBEFRE & I ZEOHTRS

2.6.2.2.2.3 MRETEILEY FOERZ I UFRIEWHEICKT HER (FRR
NE5)

v L& VBT O-EYE Dunkin-Hartley E/VE v MIKE=2— LV EFAL, BRI
SH7-%, AL (60 [El/min) FTHE T AV a——%2 W CTREFICKE N EZHIE L
7o, SHERICH =2 b—3 3 U &IT, B AX 2 (25~125 pglkg) (Zxd 2 SOSTENZ2E LTz
WP CRMEZ JIER, WBRWE & HIRMES L, o 2, 10, 20, 30, 40, 50 & U860 4y (A
CHRBEOEAX IV EHREG L, [ENEEIMIXT2MElIREZH L, A IV THEBLER
ENGHE e DE 2 et L7e (B 4.2.1.1.8 1H).

BT AF L, HEEFEALE Y FOERZ I UFFROKENERINZ 2.5 pg/kg K0 A E I HH]
L (554% 2~40 47, p<0.05), ZO/EMIIHKE#% 60 /0 F TIRE—E Th o7z ([42.6.22.2.3-1).
HHEREIC 31T B EDso f1% 3.67~6.15 pglkg T~ 7= (3 2.6.2.2.2.3-1).

TF U UL, 40 pugkg &0 AEICHHI L (F 5% 10~60 43, p<0.05), & O/ERILRFHFRE
(ZPEETRT DA A 2R L7 (%12.6.2.2.2.3-1) . 45 B3R 1235 1) % EDso il 1385 5-1% 60 4373 33.63 ng/kg
bR o7 (K26.2.2.2.31).
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v7 7 2.6.2 HRFUEER OIS

6 BIDV-HfE L SE 2Ry
*: p<0.05 versus vehicle-treated group at same time (Student’s t-test), ns: not significant
%5 4.21.1.8 TH BRI # No.F96221BM.A30 Figure 1, Figure 2 & T* Table 1~9 % g 28

X 2622231 MEBTEILEY FOERE I VERTEINEIZXT 2HMEIERD
BEMEIE

£26.22231 METEILEY FOERS I VERTEIGEIZXT 5 RER TO EDs fE

F G R OREERR (5))

WBRE 2 10 20 30 40 50 60
BT AT
‘ 6.15 3.67 3.89 4.27 475 5.31 5.55
EDso (ng/kg, i.v.)
tFU T
>160 72.51 56.96 55.61 48.67 46.53 33.63

EDso (ng/kg, i.v.)

% 4.2.1.1.81H RERREE No.F96221BM.A30 Table 10 J% OX Table 11 % k28

2.6.2.2.2.4 EILEY FOERZ I UBERSEMNEEEETTEICN T 5168

KEME Dunkin-Hartley €/ > hOSEFHARICH P CO I =2 b— 3 U &EITV, EAZ IV
(150 pglkg) & =" 27— (20 mglkg) & DIREGHKR%Z 1 mL/kg & 725 K O IZHAIRME 5- LT,
ZD 10 FHRICKE AL, IR LR EEZERL, © A I TH% Lo XGE LS FiE
RTHEMZRF Lz, B EIL, & A X ‘/TQEOD 1ReMRTC R O G U (55 4.2.1.1.9 1H) .
BT AF UL, B RAF I UFRORGENE FEMETLES 0.1 mg/kg LV A EICHNIE L, EDsfE
1320185 mglkg THo7=. —F, EF U I L7 =2F Y 7 2F 0D EDsofEIZZFHE 4 0.168
W0.773mglkg TH-7= (X 2.6.2.2.2.4-1).

14



77 2.6.2 HRFUEER OIS

Control i 10 5, F-96221-BM J 3~6 fil, cetirizine £ 2~5 fi| }x O fexofenadine #f: 3~6 {5 D F-¥)ME & SE %7~
*:p<0.05, **:p<0.01 versus control group (Student’s t-test), ns: not significant
5 4.2.1.1.9 HH RBRHEE No.F96221BMC.A34 Figure 1 /21X Table 1~3 % %2

2622241 EILEYMDERE I VERIERHEBREIZNT 5/EH

2.6.2.2.2.5 EILEY FOERZ I UFREBIEICHT H1ER
KM Dunkin-Hartley <€ /L€ > MISBRME AR OKG L, ZO 1FERZRICBFEEOE A ¥ IV
(10 mg/kg) % Fz F#eh1% 24 Rl £ COASELZBIE L, b AX IV THF LIZBBEICH T 5 EH
et L7z (5F 4.2.1.1.10 18) .
EIAF U, BEFV DR T =% Y 7 2 F U UATHBERFRICE A X I UBERESERE L,
EDso fE1Z %4124 0.232, 0.199 K& T* 1.68 mg/kg T ~7= (X 2.6.2.2.2.5-1).

15



77 2.6.2 HRFUEER OIS

5 @l O Ar R R T
#5 421110 B L2 No.F96221BMC.AB6 Figure 1, Table1, Table 2 % U8 ANEXO1 Figure 1, Table 1 & k%8

2.6.22251 FILEYFDERA I VERHIEIZXT BIHEER

2.6.2.2.2.6 RXVADTIVYRARIER EER K ERIGIZRT 1EA

REHZ2 ML RIVET LA —DETFTIIIHTHE T ZAF MR LE (F
4211117, 421112 5H).

BT LV E—FF LT % 7V ARG, MM CDL < 7 212 b Dok Bk (1.85 x 10° )
% day 1 & day 14 @ 2 [EJEENE G925 Z LIC X WEMEL, 20 5 B, B PARIMmER (0.9 x 10°
) ZABEORENICHREGT 52 & THE L. & 3%, £A0%EE2ME L, =R
DFENG, FEREZFE Uz, WRWEIT, o 24 BFERETE 1 BRIRTO 2 [, 22t nd
H 17,

VT LVX—FT )V Ch 5 BRI R EMGIE, HEPE CD1 ~ 7 A2 2% A4 %4> = > 100 uL
EREEBICEBAT D Z EICEVIEEL, 2D 8 HIZ, 2% A ¥V r 10uL 246 BEMOEEICE
452 & CTHER L., A 24 Blgic, £H0F 2L, HEOXENS, HEREZHEHL
7o, BB, Ao 1EFERTE 6 FE% O 28, TR EROKRS LT,

BT AF D 100 mg/kg DOFE AF5-Ti, 7 ARG L ORI R G ROGITIE & A E L
ol FRES, BEFUVUROT7 XY T F VU LB Lo (£ 262226-1, £
2.6.2.2.2.6-2).

$£2.6.2226-1 IIRDTILYRKIGIZx T BHMH]|E=

WBRIE Dose (mg/kg p.o.) Inhibition (%)
v AF 100 15.31
tFU T 50 11.11
T2X I T2V 50 19.77

% 4.2.1.1.11 18 RBRERE E No.F96221BMC A73 Table 2 &% Uf Table 3 % th 28
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77 2.6.2 HRFUEER OIS

#£2.6.22.2.6-2 T RMBER KR ERGIZxT B

WA Dose (mg/kg p.o.) Inhibition (%)
v 2F 100 4.22
tFU T 100 7.07
T2X I T2V 100 0.74

% 4.2.1.1.12 TH B EE No.F96221BMC.A61 Table 3 28

2.6.2.2.2.7 YORBEERERET T 745X —I2xt9 1A

OVAZ5%&7uA Y T Vanv | [fEra7 Y v G (IgG) KIFE~ 7 A REBNRIER T
F7 4% — (ACA)] XIIAKBRLT VI = L4 [ a7 U E (IgE) KIEME~ 7 A
ACA] 27 YV aXy hE LT, HEMECDL ~ v AZREENRIE L=, £ 0 2 BEH%IC, OVA &l H
DEMNEIC NG L, ZOE%IZ 05%T N AT L —ikx BEIRICEE L. FUERERO 30
SBICEHBEEZRHHL, R L-AFEEEZEREL, ACAITHTDIEAZRBGH Lz, #BwEx, il
JFAERO 1R O#& S Lz (55 421113 T8, % 4.2.1.1.14 18).

IgG K17 ACA TOILFHBTIE, BT AF L, BEF VI URRT XY 7 2F 2D EDy
EIXZ 2 4.15, 1.08 %1888 mglkg TH-o7- ([X2.6.2.2.2.7-1).

IgE K 17EME ACA TOHANFI T, BT AF L, EF VPR T7 =%V 7 =53 ?D EDgy
EIXZ 24 3.82, 0.67 £119.35mglkg TH-o7- ([X2.6.2.2.2.7-2).

8~16 D FEME AR, BERRIT, ARFHETO®RERT.
*:p<0.05, **:p<0.01 versus control group (Student’s t-test), ns: not significant
%5 421113 H REBH L2 No.F96221BMC.A71 Figure 1, Table1, Table 2 }2U* Figure 2, Table 3 % %

2.6.2.2.2.7-1 TIRD IgG {KFMH ACA IZxt9 S HNFI/EFH

17



77 2.6.2 HRFUEER OIS

8~16 D FEME AR, BERRIT, ARFHETO®RERT.
*:p<0.05, **:p<0.01vs control group (Student’s t-test), ns: not significant
5421114 H RBH L2 No.F96221BMC.A72 Figure 1 &% Uf Table 1~3 % %

2.6.2.2.2.7-2 <) AD IgE {KFME ACA IZxt9 S HNFI/EF

2.6.2.2.2.8 Sy M RBBRERETF 74 53 —I2xT HEH

HEVE Wistar =~ kO ERIZHT OVA ILHE Pty = b 7 ==/ (DNP) -IgE % FEWNEH Lz
BRAE 7=, 70 48 BRI, HUE L =R AT L— L DRATZ BRIk G LT-. iR
D 30 NHICEEEE AR L, W L= B2 ER L, SEBIERET 7 1 7 % — (PCA)
AT BIER E R LT, BB, PURERO LRFRRNICR O 8E- Lz (5 42111518, &
421116 1H).

PTOVA MAEIC L 5 PCA TOIEMFMTIEL, BT AF L, EF IR T =XV T2 F V0
D EDso fEIZZ 4 7.61, 2.19 K (1 62.58 mg/lkg TH -7 (X12.6.2.2.2.8-1).

PUDNP-IgE |12 & % PCA TOIGFETIX, ET7AF v, EFV P RRT=2F Y 7 2F V0
D EDs fEIZZ 140 5.96, 4.27 () 58.78 mg/lkg TH -7 (X12.6.2.2.2.8-2).

18



77 2.6.2 HRFUEER OIS

10 Bl A Z T, BOERRIE, ARFHETORREEZRT.
*:p<0.05, **:p<0.01, ***: p<0.001 versus vehicle-treated group (Student’s t-test), ns: not significant
%5 4211158 REBH L2 No.F96221BM.A52 Figure 1 &% U Figure 2 % 28

2.6.2.2.2.8-1 M OVAMEEIZKSS v b PCAIZxT SHNHI/ER

7 BIOMEE R T, BERRIE, ARFEHETOMRERT.
*:p<0.05, **:p<0.01 versus control group (Student’s t-test), ns: not significant
% 421116 REHREE No.F96221BMC.A74 Figure 1 & Uf Table 1~3 % %5

2.6.2.2.2.8-2 {1 DNP-IgE IZ& 5T v k PCAIZxd HiNHI/EA

2.6.2.2.2.9 S kMcompound 48/80 FEFKEIEIZX 3 H1EMA

MEME Wistar 7 > M ICHBRIE 2 0% 5 L, £ O 1R E# (2 B & D compound 48/80 (1 mg/kg)
% R ERIRNEE 5 L 7=. Compound 48/80 ¢ 5-1% 2 FEf & CO/ESEABIZL L, compound 48/80 T#k %
L= BB 2B 2t L7e (55 4.2.1.1.17 1H).

EIGAFU, v F U ROT = F Y 7 =PI BRI compound 48/80 7 R B AE & [
L, EDsfliZZMN L 2.29, 1.23 K 1r6.81 mg/kg TH -7 (X2.6.2.2.2.9-1).
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77 2.6.2 HRFUEER OIS

Control #£ 10~40 3], F-96221-BM #¥ 10~20 ffil, cetirizine & 10~20 il & O fexofenadine ¥ 10 51| D B IEHK % /R 9.
#5 421117 H REBH S 2 No.F96221BMC.A58 Figure 1, Table2, Table 3 }2 U8 ANEXO1 Figure 1, Table 2 % k%8

2.6.2.2.29-1 S k® compound 48/80 SFHMII_xI I B BHEER

2.6.2.2.2.10 Z v kMcompound 48/80 FEF K EME FEiRMEITEICK I H1EH

HEME Wistar =~ - OF5ER 2 4 BT compound 48/80 0.3 pg % FENTESR L, £ DE%IZ 0.625% T
N AT NV—R%Z 4mLlkg & 725 & O IZRERMNIZE 5- L 7=. Compound 48/80 #¢5-0 30 7341275
MEE AL, W L-EELTE L, compound 48/80 Tik%¢ L 7= B i & i@t o x4 5
ER 2 fat Uz, #BR 1%, compound 48/80 ¢ 5-0> 1 FERIATIZAR M5 L7z (55 4.2.1.1.18 IH) .

7 AF L 1mglkg £V A EICHSI L, EDsoffilL 3.47 mglkg T o7, —F, EFV UL
T x2¥ VT x2S VD EDsg HIZENEN 5.32 KN 17.19 mglkg TH - 7= (X 2.6.2.2.2.10-1).

10 Bl A Z RS, BOERRIE, GRFHETOMEEZRT.
*:p<0.05, **:p<0.01, ***:p<0.001 versus vehicle-treated group (Student’s t-test), ns: not significant
%5 4.2.1.1.18 TH B EE No.F96221BM.A69 Figure 1 & TY ANEXO1 Figure 1, Summary table % it 28

2.6.2.2.2.10-1 S k® compound 48/80 &5 X & Il & 3@ 14 TTHE 12 %3 9~ 5 I 4E F
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77 2.6.2 HRFUEER OIS

2.6.2.3 BRI K ER
2.6.2.3.1 In vitrozt &

E T AT L ORISR 2 5HN 3 2 72, 30 O FIE K O F 0 F X FCH T D a8
Ffk, b 2K I UZRIRICHTHEH, AAD ) UZRRICRT 2ERE T O 7 I IV AT
4 = A =TT DIERIZ W TRkl 2 e L 7=.

ZREB A A2 T FTHT DIREEHAMEICH LT, ©F 25> 10 umol/L IZ/EH 23 72\
PESWHEMER LAVRE o072, B RAZ I U Hy, Hs, HaBEKOL AT Y My, My, Ma,
My, MsZERITITIER L7gino 7o, fitfiik 2 W2 7D S WV AT 4 == 2 =15 51
LT, 7EFAal 7 5390F% =2k > TELLEAE Y MBI RS2
100 pmol/L CHIfl L7223, ZD/ERITET UV U ik L CRI%LU FCTho72. —F, Er b=
v, JIVT RLFUY, ANV UL AV 70T/ —k0naAa k) Dy JZiIER LA
277
2.6.2.3.1.1 HOZFEARRVA A F v RILICHT SEEEHRMN
30 FFDZ R O A F ¥ XATKT DG BRMEE, k) o REHWicEaaERc
L7z (554.21215). ©7AF 2 10 pmol/L OFEALERITRARN TS 35%TH Y, (EHA 7
WG O BLEER LAvR S 2o 72 (3 2.6.2.3.1.1-1).

%£26.2311-1 ESRARFUDEEZBARRUVAF VF v RILIZHT EEEHEEER

Receptor Ligand Tissue Displacement (%)
Adenosine A [*H]DPCPX Rat brain 7
Adenosine Aza [*H]CGS-21680 Rat striatum 5
Adrenergic oy [*H]Prazosin Rat brain 35
Adrenergic oy [*H]Rauwolscine Rat cortex 15
Adrenergic B, [*®I1]1-Cyanopindolol Human, Recombinant 7
Adrenergic 3, [PHICGP-12177 Human, Recombinant -1
Calcium channel (L) [*H]Nitrendipine Rat cerebral cortex -13
Dopamine D, [*H]SCH23390 Human, Recombinant -2
Dopamine D, [*H]Spiperone Human, Recombinant -4
Estrogen [*H]Estradiol Calf uterus 7
GABA, agonist site [*HIMuscimol Rat brain 21
GABAA, chloride channel [FH]TBOB Rat cerebral cortex -7
Glucocorticoid [*H]Dexamethasone Human Jurkat cells -7
Glutamate, NMDA, phencyclidine [PH]TCP Rat cerebral cortex 2
Glutamate, non-selective [PH]L-Glutamate Rat brain -9
Glycine, strychnine sens. [*H]Strychnine Rat spinal cord -14
Insulin [**I1]insulin Rat liver 3
Muscarinic M, PHINMS Human, Recombinant 4
Muscarinic M3 PHINMS Human, Recombinant 8
Opiate & [*H]DPDPE Guinea pig brain 17
Opiate [*H]U-69593 Guinea pig brain -11
Opiate p [P*H]DAMGO Guinea pig brain 4
Phorbol ester [*H]PDBu Mouse brain 18
Potassium [Karp] [PH]Glyburide Syrian Hamster, HIT-T15 11
Progesterone [*H]R-5020 Calf uterus 3
Serotonin 5-HT; [H]5-HT Rat cerebral cortex 19
Serotonin 5-HT, [*H]Ketanserin Rat brain 11
Sigma, non-selective [FHIDTG Guinea pig brain 20
Sodium channel, site-2 [*H]Batrachotoxin Rat brain 25
Testosterone [*H]Mibolerone Rat ventral prostate 2

B AF > 10 pmol/L TOREAMEREZ R
421211 RBREHEE No. 132041 PRIMARY TEST RESULTS 428
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v7 7 2.6.2 HRFUEER OIS

2.6.2.3.1.2 EX% I UFBEERIIHT HER

b AH IV Hy, Hyy Ho S ARICRIT A E T AF L OEREKRFT LT (5 42122 18, 4 4.2.12.3
TH, {421241H). ET7 AT ANIINDOZHFEEICH L TER Lo -7z (3£2.6.23.1.2-1).

2623121 ESRFUOERRIVSRIKIZXNT S/ER

e

SR FERE LI AR T A=A b RBR AR kA
(umol/L)
bt A% I H, EALE Y MELE Dimaprit DK 100 EM7Z2 L
BEAZ I H; ENEy NER a-methyl-histamine e 30 ER72 L
Human recombinant
BRI *Hihistami i 2 ’
Z 3 H, HEK293 4lH [*H]histamine il AR 10 ER7ZR L
2.6.2.3.1.3 LAN) RBIKRICHT HER

LATY 2 M1, Mg, Ms, My, MsZHEKICKTDE T AF U OEMEZRFI L., £hfho
ZREOLERBIE (T v b C6MRBIEMMN) ZHWT, 7eFral iz X5 Hiam Ca® ik
BE RS A ERE BT Lz (55 42125 1H). v AF 213 100 umol/L & TR L7223, =
NOHDOZERIK LTER Lo 72. —F, TARTHZ YU T, TRTOZFMRITH L TH
FEMZ R LTz (£26.23.13-1).

£26.23131 ESRFUORUVCTROASEADUDLRADY) UZBFRIZHT SR

TART R

Bk P E7ATY ICso (nmol/L), “F-¥JfE & SE
LAY M 3 fEM72 L 65+6
LAY M, 3 fEM72 L 21£2
LAY~ Ms 4 fEM72 L 165 + 14
LATIY My 3 fEM72 L 219+ 30
LAY~ Ms 4 fEM72 L 116 +7

5 4.2.1.2.5 TH BRI E No. _Table 1 J 0% Appendix 2 % g

2.6.2.3.1.4 TIALAT 4 I—F—IZKT HEH

PR Z N2 7RO I DNV AT 42— F =T HETATFT U OERERF L (8
4212618, #42127H, $421.28H, ¥421297H, 421210, % 4.21211H, %
4212125H). ETRAFUL, TETFNALIV U ET IV K- TELUSENLE Y MEFIX
HE Bt A 100 pmol/L THIHI L7228, Z DEMIZ®F U Vv L ik L TR T Th o 7=, Z DA,
to k=2, VT RLVFUY, IV TA AV TaT L /)= kOaAahlx Dy i E
M L7Zehhotz (3R2623.1.4-1).
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77 2.6.2 HRFUEER OIS

£26.23.141 ESRFUOHEBHEBEZRN =TI ANATAI—2—ICRTHEH
=353

TIANAT 4T — Lk RBCR (umol/L) AR A

e k= Z v MREk IS s 100 TEm7Z L

JNT KLY AV T PN LT I B 100 ER7Z2 L

TEFLaY E/LEy MEIE AL s 100 F5WBHE/ER (pA2=3.83)
30 fEM72 L

TN T A EEy ME U A SR 100 fEM72 L

TIVx= ENEy FEG &N 100 FIWHEFIER (pD’2=3.02)

Ay TaFL /) —L ELE Y N Sl S 100 ER7e L

oAk Yx Dy ELE Y N IS s 100 fEM72 L

TR F Y CHERIHESSICHT 5 F Y 2 100 pmol/L TOFLEMEM @ pAy=4.08 (55 42.1.2.8 1H RERMEE
No0.F96221BMC.A03 Table 2 %fifi{t)
T I VF = BRI RSIC AT 5 F Y P 100 pmol/L TOLEEM : pD’,=3.13 (55 4.2.1.2.10 TH B G#
No0.F96221BMC.A05 Table 2 %fifi{t)

2.6.2.3.2 In vivoi B&

Ty hEHAWT, ¥u h=v k0T I UF = U REEE SR TTEE B A X I U RO L
Na— )L BN T AHERAZFICEF VDU 2%RE LT, RBRE2EmLT-.

o b= ROT TR = VR EELE BRI LT, BT ATFY, BF Y VUKD
T2X Y T2V ATEERMEERE R L. 0, B AZ I U RO AR a— LB R E RSy
WIZXT LTI, EFAF RO TFY U UMER Lo 7z,

2.6.2.3.2.1 Sy bOto b UFRKENEEAMETTEICNT H/EH

HEVE Wistar 7~ b OEER 2 »FTICE R h =2 05pug NS L, £ OE%ZIC 0.625%T /N
AT =% AmLikg & 72D X O ICREEIRNICERE LT7-. o h= 3850 30 0% ISR S %
L, WL AEREEZERL, Ba h=0 T3 L2 &S @M 2 ER 2 RET L
7o BEBWEX, e b= BEO LRFMANCROBE Lz (55 4.2.1.2.13 1H).

I 2AF 0k 2mglkg L0, EF VI 8mgkg LV, 7 =F VT = F U532 mgkg LV,
ZNZNAEICHH Lz (X2.6.23.2.1-1).
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77 2.6.2 HRFUEER OIS

10 Bl A Z RS, BOERRIE, ARFHETORMREEZRT.
*:p<0.05, **:p<0.01, ***:p<0.001 versus vehicle-treated group (Student’s t-test), ns: not significant
95 4.2.1.2.13 H B L E No.F96221BM.A51 Figure 1 & U8 ANEXO1 Figure 1 % 25

26.23.21-1 Sy bt0tO b UFREENEEBEMETTEIZR T 5|1

2.6.2.3.2.2 Y MDITS VX UFREENESZBMETTEICTT H/EH

WEME Wistar 7~ b O 2 7 ATICT 7 VX = 6ug ZENEEE L, ZOEKIZ 0.625%T /N
AT N—k% dmllkg 725 KO IZREIRNICE G LTc. 77 V% = U850 30 5% I
ARHL, IRHL-AEELERL, 77 %= TR L U8 A& M i 2 1R 25
L. wRWEIL, TV e LRI OB G L (B 4.2.1.2.14 1)

I 2AF0E2mglkg £V, EF VT d4mgkg LY, T=FY 7 =) 1364 mglkg T,
ZNZNAEICHH Lz (X2.6.23.2.2-1).

10 Bl FHfEZ RS, BOERRIE, ARFHE TORMREEZRT.
*:p<0.05, **:p<0.01, ***:p<0.001 versus vehicle-treated group (Student’s t-test), ns: not significant
5 4.2.1.2.14 T B2 No.F96221BM.A53 Figure 1 &% T8 ANEXO1 Figure, Table 13 % 4%

26.23.22-1 Sy bDOISOX_UFREEMNESESBHETEICT SNHI1ER
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57 2.6.2 ZEFRRBR OB E L

262323 SYMDERZIVRUVAUNI—ILEXRERS BT H4ER

U L& CRREET OHEME Wistar 7 FERNICHF BV ==2—VERBALT, RFEFRICHA pH
ZRIELRNS, SEFFIREY £ 2# 22 (500 ng/mL, 2.4mL/hr) I A /v 33—)b (20 pg/kg/hr)
EREEA L7z, BN pH 2R 2~3 IZRE LR T, HBRWHE (50 mgkghr) ZFHGIEAL, £
O#HO pH E{bEBFT L7z (B 421215 HEOE 42.1.2.16 1H).

ETRAF U ROV F VU, pHIZEERET, E X ¥ I VRO AN — LR BB
ER L7eho 7.
2624 ZLMHEREHR

TR TIX, OMER, PRARER, FFRER, HESEREORMLEKREICRETET
AF v DB ERE L.

26.2.4.1 DInE %
26.2.4.1.1 In vitrosR B&
2624111 BRABEILEY FELDEICBTAZENHERICRIZTEE

BT ZAF L ACNCHD Hi BIROLE A Z I VETHLIT AT IV =N, TAT72F VKRN
tFY VU OBRIEMENE Y NEODBICRIEZTREELZRITTT 5720, LTy NOLELEZE
A UL OISEHZ2BIE L (588 4.2.13.1.1 ). ZORBRIIERROLZLMEIZEET 5 IERK
RBROEMMOENE (GLP) FTTEM LR o7, EFZAFURTEFI VY (WTFhbIRE
100 pmol/L) 1%, BRAMLENE v MELHEIIK LTH LD RENERZ RS oz, —7,
TAT IV =NVEOTNT72F Ty (WTFRHIRE 10, 30 XTN100 pmol/L) 1%, HEE 30 K
100 umolV/L CHEH THEKFNREMENEREZR L. (TAT IV =V THKL52.57%K T
83.41%, TNT = F VU THEXT7057%K 1 82.81%) ([X2.6.2.4.1.1.1-1).

270 eommen 1007 (3 ASTEMIZOLE 007 CJASTEMIZOLE
W comneng 4 TERFENADINE PATERFENADINE ., _,
5 10| Z ~80 g 80~
E —_ g 60 | g o 60
£ . £ of
g3 o 24
= 5 min. =N
2 3’ 40+ é 40 -
.20 ¢ 204
204 0 min. ,,J 7 o-l Z
100 Vehicle 100 Vehicla
Statistical analysis :*p<0 05 Statistical analysis “*p<0 05, **<0 01
(Student’s t-test) (Student’s rtest)
Figure 1 Figure 2 Figure 3

#%4213.1.1 % REHEE No. F96221BMC.V01 ANNEX Figure 1 (ZEHIMM% 5.304)), Figure2 (FEHFHEME 54,
Figure 3 (EEAFIFME 30 43)

26241111 BRIEEEILEY FEDEIZBTA2ZEHERICRIFTESE
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77 2.6.2 HRFUEER OIS

2.6.2.4.1.1.2 EILEY FELDEBHRBBOERERICRIZTTEZE

FCLPAER L LT, BT AF U KU Hi @RI e 22 I3 (T AT IV —L, TA7
=V, EFIVPUROT XY T2 FVY) OOHEICKIETRELENLE Y OAHLEH
B TRE L. (B8 4.2.1.3.1.2 ) . #KBWE OBINANIGEsk S Lo @i o) fEI% 203.54 +
360 [/ ChoTe. ETAF U, 7 =2F Y 72 F PV HOeF U (BEIXOT S 100 pmol/L)
FERHER Z R S0 Te (LERFREOIK FEZEN 11.04%, 3.08% & 1 17.32%). —F, 7
AT Y =)L TIE 30 pmol/L 7> B DAEI DB 22K (28.28%) Z %8BI L, 100 umol/L TlL5E4
I LT 77 =V THIRBEO 2 %2588, 10 umol/L CT:LMABMBZE 1IN T L (22.34%) ,
0 umol/L TIEIE L=, BT AT UTE/AE y MUBICK L TERERZ RS o7 (K
2.6.2.4.1.1.2-1).

% 4.21.3.1.2 TH KBRS E No. F96221BMC.V11 ANEXO Figure 1 & T8 ANEXO.V11 Figure 1
26241121 ELEY FELEERBBOEHEICRITTEE

2.6.2.4.1.1.3 DBESBICEET S o O0— A O LAF Y RIILICKT FE
B

FEGLPRBR L LT, LDEOMICES T2 hru—r U U AT ¥ FUIRIFTET AT
DEBEZRE L (55421313H). t K15 H Y 7 AF v 3L (hKvl5) I, hERG
FEEMINN, KVLQTL U 7 AF v %/ (KVLQT1) +minK & U 7 AF v /b (minK) FEELH,
JOVKVA3 B U T BT 1oL (Kva.3) S BUAIRG A (1 U 7. 4 Wi FE o B 367 & fiife e 5 (Kg)
EOVHIlFE (nH) #FH L2, Z20O8E, WIhoh U o AT v 2 LERICx L CH a3 2
ZENIREINTE.
(1) hKv1.5 BRI T 5 BT AT D

B 7 AF > (10~1000 pmol/L) XE F IR AEFENE 2 R KA AOICAR T S8 7=, RafeRE# 500 ms,
+60 mV Il 1% DO EFUR T OFAFE & LTz, IRERISKOME %« OF — 2 Z I —RIEITE Tl
D E, BT O Kgld 383.5+87.3 umol/L, nH (X 0.38 +£0.05 umol/L Tdh-7=. nH % LIZREHE L
TRILT =24 Cixdwd &, Kglid322.6+921umol/L & 72 -7 (X2.6.24.1.1.3-1).
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77 2.6.2 HRFUEER OIS

FAES: 7 X F
%5 4.2.1.3.1.3 FH BRI E No. F96221BM Figure 2

26241131 ESRAFUDREKEFEEhKVIS ERO IO VY

T AF UL, 25 L-20mV D7V A THEEL L7= B % 4 % 190.8% % OF 87.6%H4 K X 7=,
-20 mV U\J:@IE@Hﬁaa{LT BT AF NI T R TOHEThKVLS B2 IET SW7-. HEY-F+
VIR EAERNC X B B OB ERLT D728, BEEMICKHT 2 EREEZ 2> o
—IVEE T CRDIEENEMALHIR & & I T m Y b LTz, F X RVOIGEHILIZEENIEAE L7
L5 mV THRAMEICEEL (25.9+6.1%, P<0.05), L&IE—Ex2MH-7-. HIZ hKvl5 F v %
IV D BARAFEE T L7 24, ET7AF o7 nv A &2BbSE. arvha—
WENMETT, T—H RN~ o BAi~24TEo, EH bR EZFE N Lz s 25, BYIEHFET
® Vh KK OFEEMEITZNZEI-128+1.2 X 145+£04mV Th-o72(n=6) (1X2.6.2.4.1.1.3-2)..

FAES: 7 X F
%5 4.2.1.3.1.3 I RS F No. F96221BM Figure 5

2.6.24.1.1.3-2 EZRFUDEEKFME hKVLS F ¥ RILEEDFE
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77 2.6.2 HRFUEER OIS

(2) hERG Bt MIFTE T AF L Do
BT AF L, +10 mV DL 2RI B S D ORI E Bt 2 60.2 £ 5.2%(K T Sz
(n=6, P<0.05). Z OYEMIITERIGHEALOMEEZ L, IEMELOFREEELIT 629 + 99 msec 2K
TL7 (n=6,P<0.01). £7=, BT AF NI/ KT — /L& % 263.1+32.3pA 25 1252 +22.1 pA
WK F&E77Z (n=6, P<0.01). ©F ZAF > 10 ymol/L 1%, T —/VEIRIEEMAL ORREZE LI
A ER U o T2AY, 0.1~50 pmol/L (38 # IR AE B & IR EE R F IR T S 17, Y)%E}iﬂ?iﬁ
DA 2 DT — B % I I/N " RIEIY TEDTZE 25, BT o Kgld 3.5+ 1.9 pmol/L, nH (%
0.44+0.1pmol/lL TH-o7=. nH Z LIZETE L= & &, Kyl 3.7+#1.8 uymol/L & 72~ 7=. +60mV @D 5
ORI v 2%, -60 MV IR L7z & &, BT AF U3k KT —/VENi 2 373 £ 345 pA )5 158.1
+245pA K F&EH7 (n=6, P<0.01) (X2.6.2.4.1.1.3-3).

FAES : E5 2 F
% 4.2.1.3.1.3 T B No. F96221BM Figure 7 &% () 8 A1k

2.6.24.1.1.3-3 EZRXRFUDEEKFN hERG EFRDEEIER

(3) KVLQTL + minK B\ KX T BT XA T D%k

BT AF L, RSN E Eifi A 56.0 £ 3.9%(E F 722 (n=8, P<0.05), VEMAGIHEIIZE
fEL7edoTz. BT AT RRERGFICETIREERZIK T I 7. R/ ZFEZ N
T, lxOF—2 ZRERMGRICY TEId-E 25, AT O Keflix 74.7 £23.2 umol/L, nH I
08+02umol/lL ThH o7, nHZ LICHE L& &, Kgld76.6+192umol/lL b7 ~7-. F/-, E
FTAF NIRRT —IVEBREPE TS, T —VERIK FORBEELICHE L 2o 7- (1=628+
82ms, n=8, P>0.05) ([X/2.6.2.4.1.1.3-4).
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77 2.6.2 HRFUEER OIS

FAES: 7 X F
% 4.2.1.3.1.3 T s No. F96221BM Figure 12

X 2.6.2.4.1.13-4 ESRAFUDEEKREMEKWLQTL+mIinK ERDEE/ER

(4) KVvA3 EBIRICKIET BT AT DR

BT AT AL E 100 umol/L (23T, +50 mV THEE SN 72 KEHE 31.2 £ 72%K F &
(n=7, P>0.05), RiGEMHALEEORRE(LZIE L, of X 1s 245 4104+1.9ms X 1N48.3+45
sIZIKFEE7 (n=7, P<0.05). F7z, KvA3 ENIEMALT DIEEL T, BT AF I3 HREK
Kv43 B2 LT MK TS E72. BT AF 1T KA.3 F ¥ RV O EFHE T ONGEIC TS (22
L7z, REROE FIXEFRBOMETIERLS, ATy X VOEELRELL. BT AF
%, -15mV L EDT X bV R T XY @i 5 E M A BE IR T SEE (n=7, P<0.05).
F72, BT AF U3 EHERME 250 ms, +50 mV OV AR L2 & &, PRA @i 5 M A 48.4 +
32%IK F =, R UEA CARK SNT-HKERICHTAELVHEICRET)-72 (P<0.01).
BT AF D K43 F ¥ FWICKT 2 BB ORI AT LT & 25, AT D Kl 239+
16.6 pmol/L, nH £ 0.41+0.1 umol/L TH->7=. nH % 1 IZEE L7z & &, Kgld 62.8+35.8 umol/L
Eipole. BIZ, I AT UET ¥ RARIEH L OBMKFAEE LS, T@%M@ﬁ@¢5
ZEXVADOBMNMMIZY 7 hEETZ. UEXD, BT 2FUIIRERIREED F ¥ RIS
AT HEE2T (2.6.24.1.1.35).
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v7 7 2.6.2 HRFUEER OIS

FAES: 7 X F
% 4.2.1.3.1.3 T ¥ No. F96221BM Figure 16

2.6.24.1.1.35 EZRXRFUDEEKEFMN K43 ERDOEEIER

2.6.2.4.1.1.4 hERGERICEIZTESRFUDHE

GLP &k & LT, hERG F ¥ R/LZFBL X 7= HEK293 #ilad % V>, hERG EIIC&IFTE T
ZF 2 (0.1 umol/L - 100 pmol/L) DAkt L7z (55 421314 ). 7 ZAF 1% 1 pmol/L LA
T hERG Eifi 2 HEIZIHI L, ICs L 17.17umol/L THh-7= (X 2.6.2.4.1.1.4-1).

%5 4.2.1.3.1.4 5 HEREEFE No. A0781 Figure 1
2.6.24.1.14-1 EZXRF 2D hERG EFDBEEER

2.6.2.4.1.1.5 hERGERICKIZTHE  25E B EEE RS B EKEF (Ikr)

FEGLP B & LT, hERG F v RV &I &8 7- HEK293 filfuz VY, © 7 2AF v, vF VU Y
U, 72XV T 2T NTF AT 2D hERG BRI KT TEHE LB L (85 4.21.3.15
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77 2.6.2 HRFUEER OIS

IH). ©7 AF % hERG Efii & A BEKFAMICIK T S8, ©F7 2AF 0 ORERISERZ Hill O
IZYTIEDI= & 2 A, IC I 6.5 umol/L T - 7-. HEK293 #HifEiZ 0.1~10 umol/L D & F A F >
ZIRFE L, 3Hz ORX— 0 JTE L B EERIFR7: hERG i & o3 22l L7z, o3y o
ICso 1L, 7=F Y 7=F Vv 125 umol/L, A1 5% 14 umol/L KOt F Y 2> 1.1 pmol/L
Th-oT-.

BT 2F a2 gt I3 hERG Bt 4 IREKFIICIR T S8, TOHRIZT7 =F Y 7 =TV
UL, BTV UROT AR T XY URkbE» o7 (1X2.6.24.1.15-1).

% 4.2.1.3.1.5 T 3R 5 E No. FAES 02/01 Figure 1
26241151 ESRFY, EFUDY, 722XV ITITFPUORVTRAASAEADUIZELD

FEkFH hERG ERDEEEHA

2.6.2.4.1.2 In vivosR BR

2.6.2.4.1.2.1 FETELEY FODERIZHNT 5528

FEGLPRER L LT, ETRAF L, TNT2F VU ROF=D 0 AN S U254 O R
TEALEY NOLEMART A—=ZICKT et L (55421316 3H). U L& Ul (1.5
o/kg, HEWENEEE) ZALE L72&RE6 IEOTE/ALE Y & AV, DI FFEIINE > TR FICEMmA %
L, DEMZLET D2 LT, A, #E QT MR (QTe), PR IR (PR) O QRS i % HlE
L7z, E7AF 03 60mglkg, = 1%20mg/kg, 7/V7 =F 035 LTV 10 mglkg % 5-L
7o, WBRME R ORBEE R D720, &5 30 Bk, WONC 1, 5, 10, 15, 20, 25 &% 0N30 4y
RICLDERZTLELZ. T AF 2 60mglkg 1E, A%, QTc, PR LT QRS IKIZHEL 72/
2. 77 = F V05 KO0 mglkg BRI OHER OIS, QTe X OVPR 23 ER: L, 10 mg/kg #% Clix
RO Uiz, =2 20 mg/kg BETIXHEE 55 5~10 0T DAEBME T L, QTe X PR
DIER L7z, ZORBRSEMETTIE, BT AF AL TOEERRET 2/ ietix v & 2 7=

(¥ 2.6.24.1.2.1-1) .
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57 2.6.2 ZEFRRBR OB E L

aso | Atrial Frequency o | Atrial Frequency ovence
; -~ g e
. o
2 300 - DTarienad:ﬁ ?om%k&vm g 300 - 2\ i 2o mataw
z, :
§ 260 - g 250
g g
& - w
g 200 . 5 o200 f »
150 * 90,05 ** p<0.01 (vs. Vehiclo) 150 <005 “*pe0.01 **pc0.001 (va. Vohicle)
;_ 1 1 ) ' ] s 1 L 1 L 1 )
5 10 16 20 25 30 ° 5 10 15 20 25 30
Time (min) Time (min)
4213167 RABRESE No. F96221BM V39 (ANEXO) Figure 1, Figure 2
3s0 - QTc Interval »  QTc Interval O F-36251.6M, 80 moAg v
350 o O Terfenadine, 10 mp/kg iv
’g 4 Quinidine, 20 mgrkg iv
1 325 §. 325 -
: T
:
£ 300 g 300 |
c
] §
3 s E o |
@ Vehicle a 4
. - O Terfenading, :
250 | PeO.0S " p<001 (vs basalvalue) ) Terencd® SMA N :
250 - * p<0.05 ** p<0.01 (vs basal value)
| I— 1 1 1 1 } | S— 1 1 1 1 L
0 5 10 15 I
20 25 30 0 5 10 15 20 25 30
Time (min) Timeo (min)
4213167 RABRESE No. F96221BM V39 (ANEXO) Figure3, Figure 4
w0 | PR Interval ] QRS Interval
85 "4
- 8Vemcla ]
E A F-96221-BM, 60 mg/kg Iv e " ® Vehicle
= 70 | O Terfenadine, 5 mg/kg v g
5 .. & Quinidine, 20 mgikg S 3 Teraracie, Smpeay”
i § 4 Quinidino, 20 mgfkg Iv
i E
g 60 2 s
i 4 -
g sof g
FE 7
40 - * p<0.05 " p<0.01 *** p<0,001 (vs. basal value) 45 | C
i *P<0.05 = p<0.01 *** p<0,001 (vs. basal value)
| I 1 1 i 1 ) — 1 L !
0 5 10 15 20 25 30 0 5 10 ' ] I
15 20 25 30

Time (min) Time (min)

4213167 ABRESE No. F96221BM V39 (ANEXO) Figure 5, Figure 6
K2624.121-1 BETEILEY FOESRAFY, FILIzFOUoRUFZOUDIDERIC

NI HEE
2624122 A XODMERICRIFTHE

GLPRBRL LT, KELY—Z7NLVRIZT VA M) —EBE2EAL, DMERNTA—% (Bfki
FEECLEN) CRETETAF U OXEERIF L. (542131.7H). #EE—7 1 R6 L%
FEHL, RONCHE U THHE 100 mgkg 20 7 AR AOHKE L, TOBETZAF D 10, 30 &
V100 mg/kg Z FHEMNE LY 72 TROKS L. BIRMER CVLER S 7 F i 5Ri0 5
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77 2.6.2 HRFUEER OIS

e 5 24 Wp 1% & TR FosE L. BIRINE X OVOVEK R T A — & 1385010, $65-# 0.25,0.5,
075, 1, 15, 2, 3, 4, 5, 6 KON 24FRIICHE L7z, B 7 AF 10, 30 LU 100 mg/kg % # 5-
L7254, & 100 mglkg TO 2, FEEEE 22 K OWEEMINE DK T 2RO =08 E
R TIX R o 72, 10 T30 mglkg % 5-% DO EX O PR, QT KON QTe IZITE L AR D7)
o7, 100 mg/kg Ti, QT DUREE CTHFFH DILE MR H v, LAOBRERBD o7, F
—ORAE K OERIMEIZR T2 BT AF o OB T2 ho7z (¥ 26.24122-1 ).

9 4.2.1.3.0.7 T RS E No. - Figure 1 (systolic and diastolic blood pressure), Figure 4 (PR interval)

26241221 BEAXOESAFUERBROKREIZEZDERIZRIFTHE
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v7 7 2.6.2 HRFUEER OIS

5 4.213.0.7 H B E H No.-FigureS (QRSinterval), Figure6 (heartrate), 7 (QTinterval), 8 (Bazett formula)
26241221 RE/AXOESRFUEERAKREICLDLERHICRETHE (S)
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v7 7 2.6.2 HRFUEER OIS

5 4.213.0.7 I HBHEH No. - Figure 9 (Fridericia formula), Figure 10 (formula [log 1000 x (QT/log RR)], Figure 13
(P wave amplitude), Figurel4 (T wave amplitude)

26241221 REAXOESRAFUVHRBROZSIZCLEDIDERICRIFTHZE (KEE)
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77 2.6.2 HRFUEER OIS

2.6.2.4.1.2.3 E—JILREZRAWN-DOMERRT S MERIBEAER
GLP#ER L LT, T LA M —EZEA L= RIZBWT, LIMEZRNT A—% (8
FRILE Z ONVLER) ICRIFTETAFURONT AT 2 F VOB Ak L= (55 4.21.318).

ﬁ@t~7»k6@%mw,H?X%V%ﬁfﬁw&ﬁ(m,wﬁvnmmym>L,ﬂ%kb
TEDVTF TN IIT VT =5V D 100 mglkg 2 #& D&% 5- Uiz, £&5% 24 BEfchH
720, ME, DML OLERE 15T S 2 oHResk L. S5O 10 Bis (5T, 5
%1, 2, 3, 4, 6, 8 10, 12 KU 24 F§fH]) THEET L7z, BT 2 F U EERICRIREDOLIKIZ
724, DER, DHEEOMEOCEN, G o= T T =)V 100 mglkg Z &5 L7 36T
WERE ARG L BEDOH AL ELERE7ay 7)) BNEN, 20956 16 TIRiEE s 5
LCuz.

2.6.2.4.2 AR R E R

FFRXARRERIT T 2 B 7 2AF  OERZ MR 5720, —MATE) (rwin 21508 , PRERITHE),
haREE), BER), A, SEWEE MR K ONE IR BAE T B oW TRl & i L 72
ABRET V& L CHEME SD % Wistar 7+ b K OVHEME Swiss CD1 ~ 7 A Z 38R L7, FRIR CIImk
N5 %2 FELTCND720, BROBE 2R LT, 2SRRI L 723805513 ICH STA
M2 PSRBT A R T4 > ) (ORENT Rt~ 7.

2.6.2.4.2.1 —MRATENCRIFTEE (IrwinDER)

GLP#Br & LT, Irwin BiEZ AV, 7y FO—BITENCKIFTET 2F > (RAKY) O
BAfat Lz (55 4.213215). HEMESD 7> M 1BES LD 4 FEARRT, HEEMICE T AT 0,
75, 275 } TN 1000 mg/kg & iRl H U7z, #4501, 5% 1, 3, 5 KON 24 eI ATEI O 2 b A R
L7, Irwin ZiETIEEIE 77— NOBIEE, N> R v 7 SRR OB, YR /24—
TUT 4= RNOBIEEE T T, BT AF U ERGICEET 24 —7 7 ¢ —/L R CTO B3 ES),
VIR SO0 M ORIRIC B kiZ e o 2. BT A F 2 1000 mo/kg D544 (2 R ER K HE K ONEZRITEN D
HRA ROz, ZIUIR SN OTEBIRE TH Y, BT AT OFEGITRKT 5 &L
7.

BT AF 0, 75 XX 275 mglkg O HEFE OG- TILT7 v NOITENCRE L kroTc. BT R
F1-1000 mg/kg & #65- L7 & 2 A, et RREK & bl U CREFEKYE L OWRRITE) O BERANVRE 8L L 7= (&
2.6.24.2.1-1).
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v7 7 2.6.2 HRFUEER OIS

£2624211 SYMDESRAFUICKEZ—BITBICRIZIEE

+ 1 h Observations

Group / Dose Level

Animal No. Observations
(mg F-96221-BM / kg)
1 NAD
1 2 NAD
Vehicle Control 3 NAD
0) 4 Grooming session
5 NAD
6 Grooming session
2 7 NAD
Low 8 NAD
(75) 9 NAD
10 Hunched posture noted in the standardised arena
11 Grooming session
3 12 Grooming session (3)
Intermediate 13 NAD
(275) 14 NAD
15 NAD
16 Animal climbed out of standardised arena on
2 occasions
4 17 NAD
High 18 Grooming session (3)
(1000) 19 Body held high
20 Increased alertness and exploratory activity, hunched / body held high, all

noted in the standardised arena

NAD: No abnormalities detected
Incidences are given in parentheses

gwaz1321m wuwes  No. | NG e

2.6.2.4.2.2 BRTHRIFTEE (R—ILHR— FEER)

JHEGLPRBRE LT, A—/LR— FRBREHANT, v 7 ROERITEHKITT &7 2F > (200,
400 K (Y800 mg/kg) DB AE R L7z (55 4.21.3221H). XKL L TT AT IV —), Z7u)b
Tx=Ty, Ty =Xy, PTERAL, ~NalY R—), 7l TERFVE, TR
ny, BFVOUROR T Z VR Lz, HEPE SwissCD1 v 7 A 10 LA L, B 7 2F
13200, 400 }. X800 mglkg, 7> 7 = # 2 v, DT B RA KR AEARY F—/1i3 1, 3 1010 mg/kg,
JunTTERFY FROT AR 33, 10 X U30mgkg, 7 VT ==F 3y, TATIY
—b, BEFV UK NE T X U3 200 mglkg AR OG- Lo, 5% 60 4y, HREBEITENCXT 5
MG ORBERF Lz, 16 ROR— RO iz~ v A2 [@BIcHE, Zh2hoic |8tk
VAT MCHSRE S NINE VA EM L, 2 EICE BRI RREIRICHR Lo RO AL,
ZDOROBONYMEERERNZRK D=, ©F AF 2 (200~800 mg/kg) 1%, = b r—/LREL L
L CEEFATE O [IBUC A B A2l & 58 727 > 1273 800 mglkg CTIIIRZRATEI AN A B SH5R L 7= (&
2.6.24.2.2-1).

—Ji, TAT IV, 7T =7 I k00 T2 YT, 200 mg/kg TEREITEIOA
BRBOERD, F VD TIIEBEAICH -T2, BT EARL, 2a AP T EREY R,
TAER VRO AaAY RV T, 2Ry CRETE AL, —J, Ty 72X I TR
H R EE U 2780 7.
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v7 7 2.6.2 HRFUEER OIS

£26.24221 IIRDERTHICRIZTIREEYOZE

Treatment Dose Na Number of holes explored/2 min b
(p.0.) (mg/kg) (Mean + S.E.)
Control 70 21.3+0.5
200 10 20.4+1.1
F-96221-BM 400 10 22.3+ 1.5
800 10 25.5 £1.7%*
1 10 21.5+1.4
Amphetamine 3 10 25.3 £2.4*
10 10 23.9+3.1
10 15.6 £ 0.9%**
Diazepam 3 10 17.2 +1.8*
10 10 15.1 +£0.8%**
3 10 15.5 £ 1.2%**
Chlordiazepoxide 10 10 15.9 &+ 1.3*%**
30 10 16.1 £ Q. 7%**
3 10 19.5+ 1.6
Buspirone 10 10 19.7+ 1.0
30 10 16.1 £ 0.9%**
10 22.9+2.1
Haloperidol 3 10 15.8 &£ 1.7*%**
10 10 5.9 & 1.3%**
Chlorpheniramine 200 10 11.0 £ 1.3%** ##
Astemizole 200 10 15.8 & 1. 1%** #
Cetirizine 200 10 18.8+ 1.3
Loratadine 200 10 18.1+1.2*

(a) Number of animals used
(b) Statistical analysis: (*) p<0.05 ;(**) p<0.01 ;(***) p<0.001 versus control.

(###) p<0.001 versus F-96221-BM, 200 mg/kg (Student’s #test)
75 4.2.1.3.2.2 1 REHEF No. F96221BM.C37 Table 9

2.6.2.4.2.3 HEEFRCRIFTESAF o DEE ([EERiFERER)

FCLPARER L LT, MEEHERBR TCO~ T XD HHEHKT O T ATF, =4 /) —)L, 1

TR, BFUDy, TATIV =), 77 z=F I KN T B RAOEELREH LT
(%5 4.2.1.3.2.3 T8). 1% 12 P Swiss CD1 ~ 7 A & V>, A 5 072 » — & EE Chlfiz
THERO ETET LAY, HHWVITETEEIFETOYT AZRINL, RBRIEHRLEZ. ©7
AF 1350, 100, 200 KO 400 mg/kg, 30%=% /—/ L% 10 mL/kg KOV 7 £ /3 A% 10 mg/kg,
TFVTr, uT XU ROT AT Y100 V200 mglkg, 7 w7 =T 2 0%
100 mg/kg Z#% %5 U7z, sRBRI 2 43R & U ClRlEniEakn 2 5 544 1, 2 O 3 FERIC =l L,
FEW T IMEERIT Lz, 3 EILLEE T U7 E AT EI BN A T T D Sl L, & Rl
BME--HMZTEk L. ©F7 2F > (50~400 mg/kg) (3#¢5-#% 3 W £ T, WHiHESIC B2
ot 0% TS ) —), aTgHxTy, BFIVY, TATIV A KRN a7 =TI
HLRIRDFER ThH o7z, T EB/NATIHE, FHH 1RO 2 FEFTH FEEUCH B RN &
AU, WhAREEN o L CH#UBEY e i Ao L7e (3% 2.6.2.4.2.3-1).
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2624231 XV RADBHAEBIRIZFTESAFUDOEE

Treatment Dose NE Number of animals affected °
(p.0.) mg/kg 1 hour 2 hours 3 hours
Control - 36 0 0 0
50 12 0 0 0
100 12 0 0 0
F-96221-BM
200 12 1 0 0
400 12 0 0 0
Diazepam 10 12 8** 4** 2
Ethanol 30% 12 0 0 0
. 100 12 0 0 0
Loratadine
200 12 1 1 0
. 100 12 0 0 0
Cetirizine
200 12 0 0 0
. 100 12 0 0 0
Astemizole
200 12 0 1 0
Chlorpheniramine 100 12 1 0 0

a) Number of animals employed
b) Statistical analysis: (*) p<0.05 ;(**) p<0.01 (Fisher test/ Epistat)
75 4.213.2.3 1 RERMEE No. F96221BM.C54 Tablel5

2.6.2.4.2.4 BHREH-RIFTESRAFUODEE
FEGLPRABRE LT, v~V AKDT v hOEHT=X—CTHEINDIEH 20 DRXTA—=H2DH
HTFEDO5DICEER (3£26.24.24-1) L, HISEBIC KT THEYOREL BT L.

%&26.24.241 BREFOFFMICANAAZA—SF

K5 1 R —EDREENIZAES R v —RHE OB L B — L&Y - 72 [E15
R B —EORFHENICE N BB L 7= B, om BT
Bk 1L EOIRIERER 242, —E ORI KT Mt v —IC L 0 R S @~ o8 & 0%
T (B 7 [ ) —EORERIPNICTRE S AR Y —RE O E L B — b &R - 7%
P fﬁiﬁqﬁﬁa‘ﬁw:?kﬁ&ﬁﬁﬁﬁr‘ﬁﬁz U= REDOKBEE L E— LEHY S ERTH- T, Bmo
WEATE (ViR L7-8E) 2£LEZH0

2.6.2.4.2.4.1 TIRADBEREFHICRIFTTEE

FEGLPRERL LT, vV AOARKEHEIIKIETTETI AT, EFV VY, voxvy, ¥
TERLAEOT 72X I OFBERG LT (5421324 1H). 17 10 PEOHENE Swiss CD1 ~
7 A% AV, B AF 13100, 200, 400 K 18800 mg/kg, 7 > 7 = # 2 2 KON T B A% 10 mglkg,
TF U DU RNE T H V1% 100, 200 LT 400 mglkg Z AR OB Lin. BGEE N SR G% 3B
WEC, ARESHENEEEZ AV, 72T LRRBRE L, AEHmES, (iR, 7
Bhlalgk, ME ST AER N ONFRITEIZ5ME L2, ©7 2AF > (100~400 mg/kg) TiE, =2> hn
—NVEEL G U CHAE R 2L RO oz, BEF VU RO a2 P THRBROFERTH -
7o, BT AF 1 800 mg/kg #£5-CTIIAREREE, BENEIE & OEEE 7 [nEEN A B P EE DK T
ERDIbDOD, VT ENRLEERG LG EDOENE AL LD TREThHoTe. T 7 ¥
2T EY 2 EE B O E U (3R 26.24.24.1-1).
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$£2624241-1 IHOROBEREEHEICRIFTEZE

Treatment Dose N @ Parameters °
(p.0.) (mg/kg) HA TD NM VA SC
Control 50 19156 4340 972 3243 8881
+1079 +296 +57 +235 +566
100 10 22390 5244 1197 3833 10196
+2690 +715 +139 +457 +1536
200 10 22757 4470 1015 3493 11205
+2729 +666 +133 +606 +1479
F-96221-BM
400 10 17488 3822 900 3068 8219
+1418 +461 +96 +404 +828
800 10 17520 2904* 656* 2112* 8402
+2562 +400 +69 +249 +1186
. 10 10 54290*** 22513*** 2266*** T7750*** 32008***
Amphetamine
+3683 +2596 +133 +722 +3674
. 10 10 11688** 1747%** 277*** 354*** 6882
Diazepam
+2805 +205 +37 +57 +1676
100 10 16264 3743 866 3138 7238
+1655 +535 +109 +569 +809
. 200 10 17120 4013 950 3004 7864
Cetirizine
+1917 +776 +168 +542 +833
400 10 14933 3971 904 2780 6228*
+2412 +714 +170 +541 +891
100 10 20428 4800 1043 3653 9367
+2379 +908 +153 +667 +1276
. 200 10 18915 5332 1085 3805 7895
Loratadine
+2178 +746 +129 +587 +966
400 9 15465 4768 888 2400 6655
+2522 +616 +105 +381 +1302
Mean*+S.E.

Accumulated data corresponding to 3 hours of experimentation

(a) Number of animals used

(b) HA (horizontal activity); TD (total distance); NM (number of movements);
VA (vertical activity); and SC (stereotypical counts).
(*) p<0.05 ;(**) p<0.01 ;(***) p<0.001.(Student t-test)

5 4.213.24 1 RBWEE No.F96221BM.C52 Tablel4

2.6.2.4.2.4.2 Sy FOBFEEBICRIFTESRFURUMMBOEYDZE

FEGLPHEBRE LT, 7y MOAREEBEICKTITEIRATFT L, EFVT, vV, 7
AT IV, T 72X I VRO T BRAOEEL R Lz (55 4.21.3255H). 1# 10 Lo
HEME Wistar =~ b & VY, B Z AF 13 200, 400 K800 mglkyg, 7T =X 2 ROV T RS
Al 10mglkg, EF VP, TAT IV =LK T2 13200mgkg & 0#& 5 L7, 7—
ZUAEIT THERIMIRE & U, G % 0 D #5514 3 WM &£ ¢, H S Bl E S Tk 7 A,
TREEREE, BEhe, TEGAED R OEREITEZFME L. © 7 2AF UL, WThoORT A—%
Hay b — U REL R L CTEEEZRD o7, BT VU KEOT AT Y —)LTH RO
REMRBLT-OIZKIL, a7 X 00 TIEIRT A—ZOBERINHZR L. file A¥ I VO
YEME CTH 5 (Loratadine) & 7 2AF L DRSO HETH 5 200 mg/kg % Ll L7254, Wih
DIRTA—=ZIZBNWTY, AEREEZRDEZ. 7o 724 I FOYTE/RAD 10 mg/kg TIEE
BRI 72 R OIIERI 8 U (3R 2.6.24.24.2-1).
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#£26.24242-1 v bOBREHCHTIESRATURUMOEYD

2.6.2 HRFUEER OIS

B, 48R
T

Treatment Dose N @ Parameters °
(p.0.) (mg/kg) HA TD NM VA SC
20 11356 4374 453 840 5303
Control
+697 +370 +31 +77 +314
200 10 11114 4220 447 911 5132
+843 +487 +27 +85 +408
400 10 10174 3502 415 756 4844
F-96221-BM
+973 +407 +35 +100 +475
800 10 12663 5272 536 891 5501
+827 +502 +43 +125 +371
. 10 10 60763*** 31344*** 2394*** 5174%*** 30184***
Amphetamine
+4079 +3987 +113 +1111 +2857
. 10 10 4562*** 1912*** 172%** 310 2267***
Diazepam
+364 +189 +18 +32 +185
. 200 10 10873 4018 395 676" 5374
Cetirizine
+557 +323 +18 +72 +371
. 200 10 8169**# 2863**# 296™*### 489**## 3899**#
Loratadine
+683 +288 +26 +70 +345
. 200 10 9730 3807 351# 654# 4816
Astemizole
+593 +246 +26 +65 +366
Mean *=S.E.

Accumulated data corresponding to 3 hours of experimentation
(a) Number of animals used
(b) HA (horizontal activity); TD (total distance); NM (number of movements);
VA (vertical activity); and SC (stereotypical counts).
(*) p<0.05 ;(**) p<0.01 ;(***) p<0.001, with respect to control.(Student t-test)
(#) p<0.05 ;(##) p<0.01 ;(###) p<0.001, with respect to F-96221-BM, 200 mg/kg. (Student t-test)
% 4213258 HAEBHEE No F96221BM.C50 Summary Table

2.6.2.4.25 hESEH
2.6.2.4.25.1 YIORGERAWNWRUFLUT FS Y —IILERER I CRIZTTHE

FEGLPHBAL LT, XU F LT b IV =ML VFER LI~ T ADEB I H 8T AT
v, BFV VU, nI U RN TBRLAOHEEEH AR L (55 421326 H). Z Ok
B ClIpEM: SwissCD1 <~ 2 10tz 1 fE& L, ©F ZAF1E 50, 100 KX 200 mglkg, <7 £ /3
AiE5mglkg, EF U T KONE T X U 1E 100 mglkg AR DB Uz, S G4 1 RIS
YFVLT R T — D 120 mglkg EREENE G- LIz XU T LT Y — R 544 30 0 £ T,
IAME SO TR EMEE DS, M OEKR KOS EC ORBABIEE L. (15 ORI FEE
LB OB KR OB E = br— LR L i L7z, B A F 1350, 100 K& OF 200 mg/kg
DODRBETXUF LT T Y — VFERERIC L CHURBER 2 RS ot EF U VUKW
072 YAV E 100 mglkg O E TREROFER TH - 7=, 7B/ 41% 5 mglkg O & TH
AR PO EE 2R U, 2 b e—) VR & Eolgs U C R K OVGR B ] 7 0D g oD 38 A A 1Tl
L2z, SECEWE bR Lz (% 2.6.24.25.1-1).
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$26242511 IVREAVEESAFURUMIDEYDORUF LT SV —LER

EE(CRIFTEE

Treatment Dose N @ Number of animals with convulsions

- - Mortality
(p-0.) (mg/kg) Clonic Tonic

Control - 10 9 10 9
50 10 10 10 9
F-96221-BM 100 10 10 10 8
200 10 10 10 8

Diazepam 5 10 0** 0** 0**
Cetirizine 100 9 9 9 8
Loratadine 100 10 10 10 10

Fisher’s exact test * p<0.05 ; ** p<0.01 versus control
(a) N: number of animals analysed
%5 4.2.1.3.2.6 JH BTG E No F96221BM.C77 Table 8 #i#

2.6.2.4.2.5.2 YORERAW-REXEEFRERICRITTEZE

HGLPRER L LT, AREN LERRERIVFR LI~ Y ADRBIIHTHET AT,
vFVTy, agE Yy, UTERA, 7T ERFY AR T 2= XA A DR
BARE Lz (5 4.21.32.73H). 1810 IEOKEME Swiss CD1 ~ w7 2 & vy, ©F AF 1% 50,
100 }2 1 200 mg/kg, 27 B 3405, 20 R50 mglkg, 7 w7 ¥ AREF T Fid 30 mgkg, V7
=L XY M A T 10 K OR30mglkg, BEF VU U kT T & V13100 mglkg AR O BG LTz,
Fe51% 1 HRE, 0.9% NaCl ¥ 1 i 2 IRICEAT L, ZOEAZICABEMRIC L0 EE (—CEkk
50 Hz ms, #&ifi 50 mA, FEiHii 0.2 7)) L7z, @hmid i O L, B 02K OV Rk
ISR T DO OBEZITH U BRI 60 43 & U, MRS TIRIE MRS DR B,
E S F O LK OFET ORI B LTz, ] 52O 581 L 7= Bk K& OSE T Bk & it
BEELHI LT, EFRF L, BFVIO U ERa T2 00 285 LIRS, RRKERTHERLE-
Feig e O AXZ IS K DB 2l Liss o=, T B /RAD 20mglkg XY 7 = =/L e &
kA > @ 30 mg/kg | X5REMERRE DR HFIE L OSECHIOFRBL AKX T &7z (£ 2.6.24.25.2-1).
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77 2.6.2 HRFUEER OIS

$:£26.24252-1 YI9RFZAWVEESRFUORVFOMOEYMDRREEZHRERICRIX

ERZ
Treatment Dose N @ Number of animals with convulsions o
- - Mortality
(p.0.) (mg/kg) Clonic Tonic
Control - 30 4 30 23
50 10 0 10
F-96221-BM 100 10 0 10 7
200 10 4 9
5 10 7** 8 3*
Diazepam 20 10 g** 3** 0**
50 10 10** 0** 0**
hlordiazepoxide 30 10 6** 8 3*
. . 10 10 4 9 7
Diphenylhydantoin
30 10 10** 0** 0**
Cetirizine 100 10 1 9 8
Loratadine 100 10 0 10 10
Fisher’s exact test * p<0.05 ; ** p<0.01 versus control
(a) N: number of animals analysed
(b) expressed as the No. of dead animals
%5 4.2.1.3.2.7 H #H{ERHEE No F96221BM.C80 Table 13
2.6.2.4.2.6 RERMERICRIZTESRFUODOEE

BT AF U O Ot IR O SEFRE A ORI A B & LT, MM Swiss CD1 ~ 7 A & VW =%
MR 2 F M L. SRR T T BANL, = ) — IR hoLEZ— LB, B
BRE O O $5 1 R ICHEIR 2555 L7z, B OlERE, EHICHWBREmM 2 E5 B0 -
SAIERER 22 RN T 7R (—EDORIRZHEFF T2 720) CIIEMZ & L, MEAROFFERERH % 50
Fr L7, MEAR ORI LERRIE 0 O EM RS OEIE £ TORE L EFR LT, Fz, U7 BN
Ly, B )= VRO RV B S — VSR 2 IR E ClIERAE LT sE o8 a2 fogk L7z,

2.6.2.4.2.6.1 TYIYREANESTENLZRERICRIFTEHE

FEGLP R & LT, #EM: Swiss CD1~ 7 2 10JL 1 #E4A VY, BT 2 F 1350, 100 J UF 200 mg/kg,
77 xZIE5mglky, 7 oA L 30mglkg, 7 rrT7 vy lE 10 mglkg KON ) —
T A0%vViv, EF VDY, rIE Yy, TATIY— VLK a/r7 =7 3 13 100 mgkg &
BORE L=, OG0 1%, By 7 B/ A0 20 mglkg XX IR 2 MG N & 5
L7z, 0%, MEROFHGEIE 2L, V7 B/ L8554 2 BEE & TIo A Lt #mik %
FLERL, VT ESATHRE LIIEIRIEA 2 RE L (55 4.2.1.3281H). ©F AF > (200 mg/kg)
X, RREEE i LT, UTERAICK VR LERORRREOIERE 2B O o7z, a7
ORI a7 =7 I U THRBROFERTH 7. LL, EF IV ERT AT IV —
IVTIEEARBSRIERN I L. —J, 7o~ ey ) —uig, BEmEE ol
IRERGRFRIC ML ZE L2 WHETYH, U7 EB/NL ERIERCHR G L GE IR EH R 2 2R &
L7, 7o, SECITVWTHORGHTHLRO R (£ 2.6.24.26.1-1).
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:£26.24261-1 YIORZAWVEESRFUORVUMMBOEYMD O 7 ENLEHRERICKIZT

2R
=8
Dose A Time of narcosis
Dose a . . Number of
Pre-treatment Treatment mg/kg N (min) NLSR .
mg/kg (p.o.) deaths
(i.p.) Mean*+SE.
Control - Diazepam 20 20 0.0 = 0.0 0 0
50 Diazepam 20 10 0.0 = 0.0 0 0
F-96221-BM 100 Diazepam 20 10 0.0 = 0.0 0 0
200 Diazepam 20 10 0.0 = 0.0 0 0
Amphetamine 5 Diazepam 20 10 0.0 = 0.0 0 0
Caffeine 30 Diazepam 20 10 0.0 = 0.0 0 0
Chlorpromazine 10 Diazepam 20 10 101.3 + 11.3** 10 0
Ethanol 40% Diazepam 20 10 60.4 = 8.4** 10 0
Cetirizine 100 Diazepam 20 10 159 + 6.6** 7% 0
Loratadine 100 Diazepam 20 10 0.0 = 0.0 0 0
Astemizole 100 Diazepam 20 10 23.3 £ 8.0** 8% 0
Chlorpheniramine 100 Diazepam 20 10 0.0 = 0.0 0 0
. Saline 10 0.0 = 0.0
Chlorpromazine 10 . - 0
solition
Saline 10 0.0 = 0.0 0
Ethanol 40% . - 0
solition

(a) N : number of animals employed

(b) Statistical analysis : Student T-test : (*) p<0.05; (**) p<0.01 versus control

(c) NLSR : number of animals that lost the straightening reflex.  Statistical analysis : Fisher’s exact test : (°*) p<0.01 versus control
5 4.213.2.8 1 HEHEE No F96221BM.CI3 Table 5

2.6.2.4.2.6.2 YYORERAWNIA / — L EHXKERICRIZTTHE

FEGLP B L LC, MME SwissCD1~ w7 A 10 P 1 ff (RFFREEIZ 30 PT) # MW, BT RAF
1250, 100 &ZTr200mg/kg, 7> 7 =& I E5mgkyg, 7wl rr~<w 0L 10 mglkg, ¥ ER
Aix2mglkg, EFV Ty, no &Yy, TATIV— LK/ a7 == I % 100 mg/kg %
RO Lz, OG0 LRERIE, B2 16.5% =% / — /WIRIRZ MEENEe G- L, BEIRO £
REE R OGEC B A fiek L, =% / — L Ot LIZIEIREA A/t L7e (B 4.21.329H). v
T AF D 200mglkg Tix, > hbar— BEL IR LT, =& 7 —/ X% LIz EIRO e
W2 IR L= b DD, HERELTIEA o7, BT AF D 50 KO8 100 mg/kg T IEREIR £
B AZIERE T, TAT IV = AN I a7 2=F I U THIERE Lol BEF U P,
n7aYy, VTEBRLAKRO aTaw Y CIIERERRE A EH OB EIER L., 7
BT TR L RE L., T 7 24 U CIRBEEREELZRBD o (3
2.6.2.4.2.6.2-1).
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#£2.6.2426.2-1 YOREFRAWEESRAFUORUMMDEYDOILZ /) —I)LEZRERICKIFT

zZE
Dose A Time of narcosis
Pre-treatment Dose Treatment mg/kg N @ (min) NLSR ¢ Number of
mg/kg (p.o.) i) Mean-- S.E. deaths ©
Control - Ethanol 16.5 30 42 = 13 14 0
50 Ethanol 16.5 10 35 = 09 7 0
F-96221-BM 100 Ethanol 16.5 10 55 = 2.3 5 0
200 Ethanol 16.5 10 82 = 25 7 0
Diazepam 2 Ethanol 16.5 10 73.6 £ 12.1** 9° 0
Chlorpromazine 10 Ethanol 16.5 10 90.3 £ 9.0** 10 4°
Amphetamine 5 Ethanol 16.5 10 77 £ 11 10 0
Cetirizine 100 Ethanol 16.5 10 16.4 £ 6.5*** 9° 0
Loratadine 100 Ethanol 16.5 10 274 += 11.0** 9° 0
Astemizole 100 Ethanol 16.5 10 15 £ 13 2 0
Chlorpheniramine 100 Ethanol 16.5 10 31 £ 13 5 0
(a) N : number of animals
(b) Statistical analysis : Student T-test : (*) p<0.05; (**) p<0.01 ; (***) p<0.001 versus control
(c) NLSR : number of animals that lost the straightening reflex. Statistical analysis : Fisher’s exact test : (o) p<0.05; (00) p<0.01
% 4.2.1.3.2.9 T R EEH No F96221BM.C56 Table 5
2.6.2.4.2.6.3 TORERWZRY FNLES—LERERICRIZFTHE

FEGLP B & LT, MM SwissCD1~ 7 A 10 JL 1 #f (e RBEOBEMEIT 40 8, ©F AT
200 mg/kg £ 5-#£1E 20 PE) & Y, B AT 13 50, 100 K& U8 200 mg/kg, 7 > 7 = # X 1% 5 mg/kg,
suanruaw i 10mgky, 7B ANAIZ2mglkg, =X 2 —id40%viv, EFU VL, BT
By, TAT IV =R a7 =2=7 203100 mglkg 2R O&E L, &O&5 1%
(2~ R b LE X —)LF R U A 50 mg/kg & REENER G- U 7=, BERR oD Bifoe IRF TR M OVBE 1
ARk L, N bV E X — U X DR L HEIRE 2 fat L7e (55 4.21.3.210 ) .
BT AF > (200 mg/kg) 1%, xFHRSK & bbig U CHRES AR BRI A 38 0 7. BT AT (50 KON
100 mglkg) XEZ a7 =5 I TEB b L o7z, B F U Py, TAF IV — LI,
FRlom 7 20T, v b ¥ — L OERIEAZHR L. —FH, Y7 ENA, Jary
nv YU KO E ) — )V CIRIBI Z2REIRE 2R L, X hoL B2 — L OREIRE M 2 158 L
DXL, 77 =8 I TIBEOREN 2R LTz (% 26.24.2.63-1).
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:£26.242631 YIORFAWVEESRFUORUMMOEMDRY b/NLE 2 —)LFHER

[ZRIFIHE

A Time of
Dose Dose . b
Pre-treatment mg/kg Treatment mg/kg N @ narC(?S|s NLSR © Number ?f

(0.0) (i) (min) deaths

Mean=S.E.
Control - Pentobarbital 50 40 441 £ 2.7 40 0
50 Pentobarbital 50 10 433 £ 4.0 10 0
F-96221-BM 100 Pentobarbital 50 10 38.0 £ 4.7 10 0
200 Pentobarbital 50 20 61.3 £ 7.0** 10 3°
Diazepam 2 Pentobarbital 50 10 107.9 £ 8.2** 10 8
Chlorpromazine 10 Pentobarbital 50 10 111.1 £ 6.5** 10 3%
Ethanol 40% Pentobarbital 50 10 113.1 £ 3.6** 10 0
Amphetamine 5 Pentobarbital 50 10 33.0 £ 3.70 10 0
Cetirizine 100 Pentobarbital 50 10 72.1 £ 5.1** 10 0
Loratadine 100 Pentobarbital 50 10 112.6 £ 2.7*%* 10 2°
Astemizole 100 Pentobarbital 50 10 55.6 £ 540 10 0
Chlorpheniramine 100 Pentobarbital 50 10 38,5 £ 55 10 0

(a) N : number of animals employed

(b) Statistical analysis : Student T-test : (*) p<0.05; (**) p<0.01 versus control ; (¢) quasi-significant difference (p<0.05)
versus control

(c) NLSR : number of animals that lost the straightening reflex. Statistical analysis : Fisher’s exact test : (°) p<0.05, (°°) p<0.01
versus control

554.2.1.3.2.10 I ABREEE No F96221BM.C57 Table 5

2.6.2.4.2.7 BEHEBICRIEFTESRFUODEE

FEGLPRBRE LT, EWEKIET v NOEGEICHTIETAF L, ®FUTr, nog 2oy,
CTERL, sarTuw P ORIV OB R R L (5 4.2.1.3.2.11 H) . [P Wistar
7w M10PEAE LHEE L, BT AF 13100 KON 200 mg/ikg, 7 /b7 m~< 1% 30 mglkg KOV
TENRAWNZ LA E T 20mglkg, BTV DU ke T X U E 100 mglkg % EAGE.OHIE
EAICRR NS U, ERRIIESRE R 500, HRmERS% 1, 2, 4, 6 KO 24 RERICHIE
L7z, ZNENOHEEREOFEHEBGIRE ONR—R T 4 ARENLO EFAZRH L2, BE EFIT
B O IREEDE & el L=, 7 AF 2 200 mg/kg Ti, #5451 FFRI%ICERKET ~ b
ELABR S DO T MUK T L7z, 100 mglkg TIEW T ORERIZ b BAE R ZLZRD R o T, 7 aLr
vV ROV SREBR TREIEAZ R LD, T EARL, EF IV ORTRTH T
TP E 2B ho Tz, (£26.24.2.7-1).

46



v7 7 2.6.2 HRFUEER OIS

£2.6.24271 EBKESY FEFRAWESRAFUORMMIOEYOERZRIZRIZTHE

Temperatures(Absolute values / Increments) in °C ©

Dose ?
Pre-treatment gk N°® MeanzS.E.
d
To T, Ay T, A, Ty Ay Te Ag Ty Ay
38.9 38.3 -0.6 38.0 -0.9 375 -14 37.4 -15 38.4 -0.5
Control - 40

+01 0.1 +01 01 +01 01 01 +01 +£01 01 01

F-96221-BM 100 10 38.4 38.1 -0.3 37.8 -0.6 373 -1.0 37.2 -1.2* 37.8 -0.5
+01 01 +01 01 +01 01 01 +01 +£01 03 02
200 10 39.1 38.1 -1.0»  38.2 -0.9 374 -1.6 374 -1.7 382 -0.9

+01 0.1 +01 01 +01 01 01 +01 +£01 02 0.2

38.9 37.3 -1.6+ 368 -2.1» 363 -26~ 361 -29~ 384 -0.6

Chlorpromazine 30 10
+01 *02 02 +02 *0.2 +03 *03 *03 03 +02 *0.2
. 38.7 375 -1.2= 378 -0.9 378 07~ 378 -08~ 386 -0.1*
Diazepam 20 10
+02 0.1 +02 02 02 *01 01 +02 02 *02 =01
. 38.8 38.7 -0.1==  38.1 -0.7 372 -1.6 370 -18¢ 376  -1.2%
Reserpine 20 9
+01 0.1 +01 01 01 01 +01 01 01 *02 £0.2
L 389 37.7 -1.1= 378 -0.9 37.7 -1.1 374 -1.5 385 -0.4
Cetirizine 100 10
+01 0.1 +01 01 01 01 +01 01 01 *02 £0.2
. 38.1 375 -0.6 375 -0.6 37.0 -1.1 37.0 -1.1x 375 -0.6
Loratadine 100 10

+02 +0.1 +01 02 +02 *02 02 02 =+02 *02 0.2

(a) All the products were administered p.o. at a concentration of 10 ml / kg

(b) N: number of animals used.

(c) Statistical analysis: Student T-test : (*) p<0.05; (**) p<0.01 respect to the control group; (¢) quasi-significant difference.
(d)Initial mean value 38.80 + 0.05 °C (N: 110)

5 4.21.3.2.11 1 REHE E No F96221BM.C83 Table 9

2.6.2.4.3 IR SE 2
2.6.2.4.3.1 ESAFUEEKRERDS v FOFR/INFZA—4

GLP#BRL LT, 7 v MIHEREAKEG LIEBEOET ZAF L O T A —2 (R, 18]
WE, HFRRRE) ISR DB ARE L (5421331H). MEMESD T v F5ILE 1R
L, B AF0, 75, 275 K10 1000 mglkg Z 8 M5 Lz, HGANEONCHRE% 30 77, 1, 2,
4, 6ATNZ 24 REFIC =B DOIFR T A —2 (WS, 1SR, pRfRSR) Z ek L7,
R 8T A — Z XK FLERRE R D 1 OGN G E N LT, WIThoRT 2A—2 v T7 2AF &
HiRE U= id e o 7o (3 2.6.24.3.1-1).
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v7 7 2.6.2 HRFUEER OIS

£2.624311 ESRAFUDFRBR/INTA—FADEE  HIRH, 1EMK[ER VDR
==
=
Respiratory Rate (breaths / min): Group Mean Values
Dose Group / Treatment Time in Relation to Dosing
(mg/kg) Pre dose 05h 1h 2h 4h 6h 24 h
_ Number 5 5 5 5 5 5 5
1'VEh'°(|§)C°"tr°| Mean 220 238 229 228 176 181 241
sD 2 18 37 30 21 30 23
Number 5 5 5 5 5 5 5
Z'L(’(‘;"S')Dose Mean 183 215 207 219 209 188 211
sD 46 29 35 40 33 2 41
_ Number 5 5 5 5 5 5 5
3""te"?26;j;te Dose Mean 229 212 108 196 176 162 209
sD 13 26 23 25 15 30 25
_ Number 5 5 5 5 5 5 5
4"4('190'10(?)059 Mean 208 258 216 206 190 171 231
sD 65 39 23 33 29 15 14
% 421331 REHEE No.666125 Table 2
Tidal Volume (mL): Group Mean Values
Dose Group / Treatment Time in Relation to Dosing
(mg/kg) Pre dose 05h 1h 2h 4h 6h 24 h
_ Number 5 5 5 5 5 5 5
1'VEh'°(|§)C°"tr°| Mean 0.786 0.884 0.731 0.771 0935 0.920 0.790
sD 0.217 0.266 0.087 0.078 0231 0.344 0.204
Number 5 4 5 5 5 5 5
2"‘0(‘;"5')3056 Mean 1.014 0.915 0.982 0.940 0975 1.058 1.061
sD 0.204 0.245 0.360 0.219 0308 0.306 0372
_ Number 5 5 5 5 5 5 5
3""te"?26;j;te Dose Mean 0.756 0.727 0.829 0.895 0.887 0.984 0.854
sD 0.110 0.108 0.236 0.158 0.092 0.229 0.150
_ Number 4 5 5 5 5 5 5
4"4('190'10(?)059 Mean 0.897 0.678 0.791 0.897 0937 1.065 0.857
sD 0.159 0.236 0.217 0.128 0145 0.233 0.110
% 421331 REHEE No.666125 Table 3
Minute Volume (L / min): Group Mean Values
Dose Group / Treatment Time in Relation to Dosing
(mg/kg) Pre dose 05h 1h 2h 4h 6h 24 h
_ Number 5 5 5 5 5 5 5
1'VEh'°(|§)C°"tr°| Mean 0.167 0.202 0.162 0.169 0161 0.158 0.185
sD 0.039 0.062 0.024 0.016 0.033 0.038 0.054
Number 5 4 5 5 5 5 5
Z'L(’(‘;"S')Dose Mean 0.186 0.184 0.193 0.193 0194 0.191 0.213
sD 0.061 0.028 0.047 0.034 0.044 0.043 0.038
_ Number 5 5 5 5 5 5 5
3""te"?26;j;te Dose Mean 0.173 0.146 0.156 0.163 0158 0.155 0.170
sD 0.023 0.015 0.032 0.012 0.021 0.031 0.014
_ Number 4 5 5 5 5 5 5
4"4('190'10(?)059 Mean 0.178 0.159 0171 0.177 0178 0.173 0.193
sD 0.074 0.040 0.057 0.039 0.028 0.025 0.017

% 4.2.1.3.3.1 1H RE#HEE No.666125 Table 4

2.6.2.4.4 JHIEER R
2.6.2.4.4.1 Y N TOBEBDBICRIZTEE

FGLPRERE LT, 7y NOBFBPWMIIKITHIETRATF Y, EF IV, 72FY 7)Y
> (10, 30 &£ T¥100 mg/kg) X OV7 7 £ F ¥ 2 (1, 3 e V10 mglkg) D2 A Hiat L= (55 4.2.13.4.1).
1 B 8 VLD ENE Wistar 7~ b &V, =—F L CRERL, WIMZREE L. ZoBE%, + 2k
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WICHE 215 Uiz, 4 RFRIRRICE 2 23 s, HE2MH L TAEYZ R L. SNEY
wDoHELTtR, RNT A =X Th o ERIWE (ML), pH XOVEEEE (meg/L) % kit
L7z, Ho PR LM E CTH 5 7 7 £ F V1T 1mglkg O &S HERER T OEEEZ R L, 3
mg/kg TIFMRFT L2 T RTONRT A —Z OF B GBI W E 47.15%K T, HEEE 42.13%
KN, pH46.15% E5- : %IV 340 s dERRERC R T 22803, LITRER) HNELCTZDIRL, ©7
ZAF U RNT =XV 72 F P FRE L DTRONRT A—R T ool —F, BT
U T B NS WHIEIVER 2 7% L, 30 mg/kg T B BRI BN Z IR T L (43.89%(K ),
100 mg/kg T IIHb H EE /W s 52.41%MK T, HEREE DS 28.59%/K T L, pH 73 1.7 12 L5 L 7= (39.68%
EH).
2.6.2.4.4.2 < ) XD R KEIE

FEGLPHER L LT, v~V ADGEERIXTHE T AT, EF U P (3, 30 LT 300 mg/kg,
BOFE), 7o = FOA RZa T 3 R (10 mglkg, # 0 #5) OB 2 LT~ (554.2.1.3.4.2
). KEMESwissCD1 v X 10 L4 1 BEE L, FEWaRA&kG Lz, 2 K%, 0.25%F o &
T INCIRE ST B%IEER AR NG L., TR0 30 4y, 5 ELRIESE, W
LEREERM L, PMEORES (MPFEST O BIEHEAET £ COMM) & ORKBATHRRE A
ELT. RWT, REBITHEE S NMEORE S Loz kb, BEmERE2FEH L. BT
SNPGRS R EE L, MIRBEE R L. BT X F UL, FHMEL-WThoHETHL <
U ARGEELICEE LR ol BTV VU T, AR (300 mglkg) EEE L L EAER
I ZBOTZ. —F, i Thbs =y, BEEDFBREOLENE ThHDH A Mrar
7 X RTCIE, 10mg/kg %5 L7z & S EREREIZ TN EEBE (Fe="r) RO (A K
sma7Z73IR) Lz (K262442-1).
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Statistical analysis: Student T-test : (*) p=0.0534; (***) p<0.001
%5 4.2.1.3.4.2 TH RERHEE No. F96221BM.D62 ANEXO Figure 1

X 2624421 YORZRAWVEESRAFY, EFYPY, yO0=ZCURUA MO TSE
FOBEEHICRIZTTEZE

2.6.2.4.5 ZDHDB/BE R
2.6.2.4.5.1 v FRMBROEEREAMIC T B ELEIL/ER

FE GLP B & L Tinvitro T7 v b ARIMERITARIRME MR A s L 7= & X O IR MERPEZE
EICRIETET AT, BEF VUK T 2X Y 72+ VOB hat Lz (3421351
). XL LT, MR e AZ I VRO 2E (AT, Y7 RTIV), H
THRFIE AZ IV 2R (TAT IV, FAT2FUL) bEME L. EHEME LS LT,
PURBERIE C o 2 IR R B 5P IR T 1 75 ) m— & W= & RIBEE DAL T R ) w7 A (40
~90 mmol/L) Y VEEREE M N T A F v, VT2 KT3Iy, BEFUIPUKRNET RF
¥ (WFRE 100 umol/L) & & HICHEME: Wistar 7~ R OJRIMERA F =2 —7IZiRMLIZ. 7 =
E RT3y, EF UK T AT ARREMER (EH50) #h#RICxf 3 2 BHE 22 837 <,
AEZ I (100 pmol/L), 7V 7 =F > (10 umoL/L) K OY7 A7 X V' —/ L (100 pmol/L) & i
Bie 0, BRZEMERIZ R -7 (BEfatk : V7B KT 310,2032, £F U 201291,
E7AF L LT5). TAT = F U ATRWIEL EER 2R L, ZE kfEEi3 10 pmol/L T 135.45
Elpole, TAT IV —=VIFRICEWEEMERA R LT OD (165.43), ¥ IE 100 pmol/L T
bolo. AT I OREIERIL 6149, 7 =FY 7 = F VL DOLEFEEIT-11.40 (ADH)
Thol-. BT AF UL, KEMHEMmIZS U CRMERPEIZEEE 5 2 7o 7=, R ELOVER
3P 2 Z I VEOPTHRWIEICT VT = F P, TAT IV =)L, A¥IFIy, V7= b R
FZIv, BFVDU, ETRFURNT =XV T2 F TV ThoTz.
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2.6.2.5 ENFHMEMBBEERRER

2.6.2.5.1 In vivos® BR

HNZHPEMM AR E LT, ~UVAZHAWE=T7 o UFREE 54 A 2D
WHEERE T v b2 AW IMKREEE ST A =22 2007 7 ) o EOMEEAZHMEL, =
o OHHF L O ALER TR TE R o7

2.6.25.1.1 YOADT7OXFHYUFRESMIEICNT AR EDHEEER

HEME Swiss CD1 ~ 7 A2 0.5% 7 & 4% 10 mL/kg #FRN& 5 L, mibEEZ#HR LZ. 7o
F GO 48 REEIZICER I ATV, MFEEARIE L. 7 252 (30mglkg) X, Lo 1
REFEIATIC A > AU > (LIUIKg & 2 T#45) LIRFICRROBE Lz,

BT AFUNFIA LAY AT Ko TAEL D IMBERE T L TREET, 12U & OMAEEH
W72 ihote. £, BT RAFUORERE LEGER, 7Taxt A X0 U s & g
T5HZ LT ol (55 4.21415).

2.6.2.5.1.2 v bOMBBRE/NZ A—FI2HTEHITILT77) VEDHEEER

HEME Wistar 7 » McE T A F > (50 mglkg) % 0, 6, 24 IEfE]D 3 [RIFEA#E- L, k& b0 1
PR\ FRARDY & 7 = U BRERIL 24TV, MEERENT A —% (b r o B R, &R b e
VIRT T AT UKL T m e o B UEE) ARIE L. Y77 Y (5mglkg) X2 [EIHO
I AF GO 1% AOKRS Lz,

EFZRAFATTNT 7 U AL - TAEL D IMiEEEER A OLERIZH LT, 8T, VLT
UL OMBEERIZ o7 £T2, EFRAF L ORERE LI-SA1E, MG EEE R 2 L
7einotz (55 4.2.1.421H).

2.6.2.6 EER UG

BT AF I A X I U Hy AR RICEWEIRPEZ R LTz, 2 < @ invitro & TN in vivo #RERHE F
MHETAF I 2% I UAER RO LV —ER &R LT

Invivo DIFRER TIE, E/LT v DO R ¥ I R IEINHE &K OVROE I E FE P TTHE IS L,
BT AT AT AX I UAERE R L. £, 7 v b PCA, IgE XU IgG {Kf7tE~ 7 2 ACA IZ
XL, EIRAFUTHERFICHT VAT —EEZ R LT, ET2AF AT M BRIV ERT v
X —INIIBNR RS o Tz,

LEAEPERRPREBR TILE LT v R RO X D DIEOTEMEIC KT 5B 2RO, T v b O
FNT A =TT DB oo, FERIS, ~U AOBARKER), vV ADXUHATFLT B
T =V UTBEEFB IR, =X ) — VI T B ARALBERERICE T AT B LR o T,
B 7 AF D 200 mg/kg #5132 b oSV E X — L OSEEER Z IR L7223, T OHEIIMhobt
ERAZIVHITHLIETF I VY, TAT IV —= AR T XU NEEOERZRLIZHELY
EZELLEWHETH- .

HIVFHEEMA BAEHRBR T, BT AT UNEA VA S k> TE U 2 MPHE Fiox LT#
B, A RAY U EOMBEERIT -T2, £, ETFAFURFIALT I LS TELD
MR EEE RFE OIE IR LT, 8BS, U7y U oL OMAERITR -T2,

2.6.2.7 X 5=
ARCHZERE L.

o1



ES/ 7& 20 mg

F2H(ELA—I2):CTD OBE(H<TI)—)

2.6.3 EBEFHBROMESR

KEESTEKKSH



v7 7 2.6.3 BKFIFBER O R

H TR ettt e ettt
2.6.3 FRIIFRBR DOMETEZZ oot
2.6.3.1 FRFZRER 1 B2 e

2.6.3.2 NI 2 BEATUT D FRIER oo

2.6.3.3 TR EIEEFRZRER ..ot

2.6.3.4 ZEEPESRPEZRBR oo,

2.6.35 R EAEFIRRBR oo

$¢F-96221-BM X Bilastine lZ\WFN b BT AF 24T,
BRI EF O F-96221-BM X T F-96221-BM1 [T s BT ZAF 2.



= 2.6.3 FHHEBROMER
263 EEHBROBESR
2.6.3.1 AR —EX
Test Article: bilastine
Method of . s L
Type of Study Test System Administration Testing Facility Study No. Location in CTD
(1) Primary Pharmacodynamics
Affinity of the compound F-96221-BM for H, histamine Guinea pig In vitro FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BM. B08 | 4.2.1.1.1
receptors in the guinea pig cerebellum. cerebellum
. Human
In Mitro Pharmacology: Human H receptor - Study of recombinant HEK | In vitro I o ce 6517 4.21.1.2
F-96221-BM1 -.
293 cells
F-96221-BM. H, histamine receptor antagonistic activity inthe | ines nia ileum | In vitro FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BMC. AOL | 4.2.1.1.3
guinea pig ileum. Comparative study with cetirizine.
F-96221-BM: Effect on the contractions induced by histamine in
the isolated guinea pig trachea. Comparative study with Guinea pig trachea | In vitro FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BMC. A07 | 4.2.1.1.4
cetirizine.
F-96221-BM: Schultz-Dale reaction in the isolated guinea pig Guinea pig ileum | Invitro FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BMC. A16 | 4.2.1.15
ileum. Comparison with cetirizine and fexofenadine.
Activity of the compound F-96221-BM on the increment in Rat / Wistar Oral and FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BM. A50 | 4.2.1.1.6
cutaneous capillary permeability induced by histamine in the rat. Intravenous
Activity of the compound F-96221-BM on the increment in
cutaneous capillary permeability induced by histamine in the rat. | Rat/ Wistar Oral FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BM. A57 42117
Time-response relationship.
Activity of the compound F-96221-BM intravenously Guinea pid /
administered on the histamine-induced bronchospasm in the Dunkin-pngtIe Intravenous FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BM. A30 42118
anaesthetised guinea pig. Y
F-96221-BM: Effect on microvascular extravasation induced by Guinea pid /
histamine in the guinea pig trachea. Comparison with cetirizine Plg Oral FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BMC. A34 | 4.2.1.1.9

and fexofenadine.

Dunkin-Hartley




= 2.6.3 FHHEBROMER
2.6.3.1 EEHER  —BEXR (\E)
Test Article: bilastine

Method of . - Lo
Type of Study Test System Administration Testing Facility Study No. Location in CTD
F-96221-BM: Protection against the lethality induced by | Guinea pig / Oral FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BMC. A66 | 4.2.1.1.10
histamine in the guinea pig. A comparative study with cetirizine. | Dunkin-Hartley
Arthus Reaction: Effect of F-96221-BM (Type IIl Mouse / CD1 Oral FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BMC. A73 | 4.2.1.1.11
hypersensitivity).
F-96221-BM: Effect on the contact dermatitis induced by
oxazolone in the mouse ear. Comparative study with cetirizine Mouse / CD1 Oral and Topical | FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BMC. A61 | 4.2.1.1.12
and fexofenadine (Type IV hypersensitivity).
Active cutaneous anaphylaxis Ig-G dependent in the mouse ear. | Mouse / CD1 Oral FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BMC. A71 | 4.2.1.1.13
Active cutaneous anaphylaxis Ig-E dependent in the mouse ear. | Mouse / CD1 Oral FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BMC. A72 | 4.2.1.1.14
Activity of the compound F-96221-BM on the increment in
cutaneous capillary permeability induced by passive cutaneous | oo s ywistar Oral FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BM. A52 | 4.2.1.1.15
anaphylactic reaction (Ig-E-dependent) in rat sensitized with
anti-ovalbumin homologous serum.
F-96221-BM: Passive cutaneous anaphylaxis induced by a Rat / Wistar Oral FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BMC. A74 | 4.2.1.1.16
monoclonal Ig-E anti-DNP antibody in the rat.
F-96221-BM: Protection against lethal shock induced by the Rat / Wistar Oral FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BMC. A58 | 4.2.1.1.17
compound 48/80 in the rat. Comparative study with cetirizine.
Activity of the compound F-96221-BM on the increment in
cutaneous capillary permeability induced by compound 48/80 in | Rat/ Wistar Oral FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BM. A69 4.2.1.1.18

the rat.




= 2.6.3 FHHEBROMER
2.6.3.1 EEAER  —EX (&E)
Test Article: bilastine

Method of . o Lo
Type of Study Test System Administration Testing Facility Study No. Location in CTD
(2) Secondary Pharmacodynamics
Profiling Screen Data Report. Tissuesof In vitro I i 132041 42121

different species
F-96221-BM: Study of the H, antihistamine activity in the
guinea pig right atrium stimulated with dimaprit. Comparative Guinea pig heart In vitro FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BMC. V00 | 4.2.1.2.2
study with cetirizine.
F-96221-BM: Study of "in vitro™ H Histamine receptor affinity. | Guinea pig In vitro FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BMC. NO5 | 4.2.1.2.3
Comparison with cetirizine. jejunum
. . R Human
In vitro Pharmacology: Human H, receptor binding assay. - recombinant HEK | In vitro I - 11279 42124
Study of F-96221-BM1 -.
293 cells

Pharmacological activity of bilastine at cholinergic muscarinic CI_—|O cells, C6 rat In vitro 42125
receptors. glioma cells , USA
F-96221-BM: Effect on the contractions induced by serotonin in
the caudal artery of the rat. Comparative study with cetirizine Rat caudal artery In vitro FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BMC. V12 | 4.2.1.2.6
and ketanserine.
F-96221-BM: Effect on the contractions induced by Rabbit thoracic
noradrenaline in the rabbit thoracic aorta. Comparative study aorta In vitro FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BMC. V03 | 4.2.1.2.7
with cetirizine.
F-96221-BM: Inhibition of the contractions induced by
acetylcholine in the isolated guinea pig ileum. M3 Guinea pig ileum In vitro FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BMC. A03 | 4.2.1.2.8
anticholinergic activity.
!:'96221'.BM: I.nh.'b'tlon of the contractions 'f“?'“.ced by calcium Guinea pig ileum In vitro FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BMC. A04 | 4.2.1.2.9
in the guinea pig ileum. Comparison with cetirizine.
F'9622.1'.BM: Inh!bltlon of the contractions induced by Guinea pig ileum In vitro FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BMC. A05 | 4.2.1.2.10
bradykinin in the isolated guinea pig ileum.
F-96221-BM: Antagonism of [, receptors in the isolated guinea
pig trachea. Comparative study with cetirizine, fexofenadine and | Guinea pig trachea | In vitro FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BMC. A1l | 4.2.1.2.11

propranolol.
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2.6.3.1 EEAER  —EX (&E)

Test Article: bilastine
Type of Study Test System Method of Testing Facility Study No. Location in CTD

Administration

F-96221-BM: Effect on the contractions induced by leukotriene
D, in the isolated guinea pig trachea. Comparative study with
cetirizine, fexofenadine and the compound LY171883.

Guinea pig trachea

In vitro

FAES FARMA SA, R&D Department, Bilbao, Spain

F96221BMC. Al4

421212

Activity of compound F-96221-BM on the increase in cutaneous
capillary permeability induced by serotonin in the rat.

Rat / Wistar

Oral

FAES FARMA SA, R&D Department, Bilbao, Spain

F96221BM. A51

4.2.1.2.13

Activity of the compound F-96221-BM on the increase of
cutaneous capillary permeability induced by bradykinin in the
rat.

Rat / Wistar

Oral

FAES FARMA SA, R&D Department, Bilbao, Spain

F96221BM. A53

421214

F-96221-BM: Effect on the gastric hypersecretion induced by
histamine in the anaesthetised rat. Comparative study with
cetirizine and ranitidine.

Rat / Wistar

Intravenous

FAES FARMA SA, R&D Department, Bilbao, Spain

F96221BMC. D30

4.2.1.2.15

F-96221-BM: Effect on the gastric hypersecretion induced by
carbacol in the anaesthetised rat. Comparative study with
cetirizine and pirenzepine.

Rat / Wistar

Intravenous

FAES FARMA SA, R&D Department, Bilbao, Spain

F96221BMC. D31

4.2.1.2.16
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2.6.3.1 EEAER  —EX (&E)

Test Article: bilastine
Type of Study Test System Method of Testing Facility Study No. Location in CTD

Administration

(3) Safety Pharmacology

(a) Effects on the cardiovascular system

F-96221-BM: Effect on inotropism in the electrically stimulated

- . - Guinea pig atrium | In vitro FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BMC. V01 | 4.2.1.3.1.1
left atrium of the guinea pigs.
F'9622.1'BM: .Effect. on chronotroplsm of spontaneous beating Guinea pig atrium | In vitro FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BMC. V11 | 4.2.1.3.1.2
of the right guinea pig atrium.
Direct effects of F-96221-BM on human cloned potassium Ltk and CHO In vitro F96221BM 421313
channels involved in cardiac repolarization. cells , Spain | T/ T
Bilastine: Effect on hERG tail currents recorded from stably HEK 293 cells In vitro | ] A0781 421314
transfected HEK 293 cells
F-96221-BM1, cetirizine, fexofenadine and desloratadine: In HEK 293 cells In vitro | '8N FAES02/01 421315
vitro effect on HERG current (Ikr) expressed in Human
Embryonic Kidney (HEK) cells.
Activity of the compound F-96221-BM intravenously Guinea pia /
administered on the electrocardiogram of anaesthetised guinea Dunkin-pngtIey Intravenous FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BM. V39 421316
pig.
Cardiovascular effects of the antihistamine compound
F-96221-BM, after acute oral administration in conscious dogs | Dog / Beagle Oral I o 5121 421317
using telemetry.
Cardiovascular safety pharmacology study with '
F-96221-BM1 in telemetrised Beagle dogs. Dog / Beagle Oral The Netherlands V5822 421318
(b) Effects on the central nervous system
Evaluation .Of the effect of F-96221-BM1 on the modified Irwin Rat / SD Oral 667071 421321
screen test in the rat. , UK
F-96221-BM Pharmacological safety. Effect on the exploratory | 0/ cpg Oral FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BM. C37 | 4.2.1.3.2.2
activity (Hole Board Test) in the mouse.
F-96221-BM Effect on motor co-ordination (Rota- Rod assay) | 150/ cD1 Oral FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BM. C54 | 4.2.1.3.2.3

in the mouse.




= 2.6.3 FHHEBROMER
2.6.3.1 EEAER  —EX (&E)
Test Article: bilastine

Method of . s L
Type of Study Test System Administration Testing Facility Study No. Location in CTD
F-96221-BM Pharmacological safety. Effect on the spontaneous |\ o/ cpy Oral FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BM. C52 | 4.2.1.3.2.4
motor activity in the mouse.
F-96221-BM Pharmacological safety. Effect on the spontaneous | o \wjstar Oral FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BM. C50 | 4.2.1.3.2.5
motor activity in the rat.
F-96221-BM. Effect against the convulsions induced by Mouse / CD1 Oral FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BM. C77 | 4.2.1.3.2.6
pentamethylentetrazole in the mouse.
F-96221-BM Effect against the convulsions induced by maximal | o/ cpg Oral FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BM. C80 | 4.2.1.3.2.7
electric shock in the mouse.
F-96221-BM. Effect on narcosis induced by diazepaminthe 1 0,00/ cpg Oral FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BM. C93 | 4.2.1.3.2.8
F-96221-BM. Effect on narcosis induced by ethanol in the Mouse / CD1 Oral FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BM. C56 | 4.2.1.3.2.9
F-96221-BM. Effect on narcosis induced by pentobarbital inthe |\, oo / cpg Oral FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BM. C57 | 4.2.1.3.2.10
F-96221-BM. Pharmacological safety. Effect on the rectal Rat / Wistar Oral FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BM. C83 | 4.2.1.3.2.11
temperature of the normothermic rat.
(c) Effects on the respiratory system
Respiratory parameters monitoring following a single dose
administration of F-96221-BM1 in rats. Rat/SD Oral , UK 666125 421331
(d) Effects on the gastrointestinal tract
F-96221-BM. Effect on gastric secretion in the rat. Comparative | ./ \wistar Intraduodenal | FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BMC. D57 | 4.2.1.3.4.1
study with cetirizine, fexofenadine and famotidine.
Activity of the compound F-96221-BM on the intestinal Mouse / CD1 Oral FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BM. D62 | 4.2.1.3.4.2
motility. Propulsion of activated carbon in the mouse.
(e) Effects on other organ systems
Membrane stabilizing activity of the compound
F-96221-BM. Rat erythrocytes submitted to hypotonic Rat erythrocytes In Vitro FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BM. A13 421351
haemolysis.
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Test Article: bilastine

Method of . - Lo
Type of Study Test System Administration Testing Facility Study No. Location in CTD
(f) Pharmacodynamic Drug Interactions
F-96221-BM. Effect on the alloxan-induced hyperglycemiain | o/ cpg Oral FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BMC. M51 | 4.2.1.4.1
the mouse. Interaction study with insulin.
F-96221-BM. Effect on rat blood coagulation parameters. Rat / Wistar Oral FAES FARMA SA, R&D Department, Bilbao, Spain | F96221BMC. S53 | 4.2.1.4.2

Interaction study with warfarin.
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Test Article: bilastine
. Gender (M:male,
Type of Study Test System Methloq of . Concentration (nmol/L) F:female) and Noteworthy Findings GLP . Study No. Location in CTD
Administration | / Dosage (mg/kg) Compliance
No. per Group
Histamine Hy | Guinea pig In vitro 2-8192 49 Ki = 30.7 - 58.4 nmol/L No FO6221BM. BOS | 4.2.1.1.1
receptor binding | cerebellum
Histamine H; Human recombinant . . _
receptor binding | HEK 293 cells In vitro 1 - 30000 2 Ki =64 nmol/L, ICsq = 180 nmol/L No 6517 4.2.1.1.2
aAC':it\'/'i't‘)'ftam'”e Guinea pigileum | In vitro 30 - 1000 3 DA, = 8.05, pD’, = 6.18 No F96221BMC. A0L | 4.2.1.13
aACr:it\ll-ifg)l/stamme Guinea pig trachea In vitro 30 - 300 2-4 pD’, =7.08 No F96221BMC. A07 | 4.2.1.1.4
rSeC:Cl:II(t')Zn Dale Guinea pigileum | Invitro 30 - 1000 3-5 ICso = 95.5 nmol/L No F96221BMC. Al6 | 4.2.1.15
Anti-histamine Oral and 0.5 - 8 (oral) EDs, = 2.45 mg/kg (oral)
activity Rat/ Wistar Intravenous 0.05 - 1.6 (intravenous) 10 M/ group ED3 = 82.9 pg/kg (intravenous) No F96221BM. AS0 42116
aAC':it\'I'i't‘)'ftam'”e Rat / Wistar Oral 5 10 M / group Enna = 60% - 65%, Ty = 16- 18 hr | No F96221BM. A57 | 4.2.1.1.7
Anti-histamine Guinea pig/ _ i
activity Dunkin-Hartley Intravenous 0.0025 - 0.02 6 M / group EDs, = 3.67 - 6.15 pg/kg No F96221BM. A30 42118
Anti-histamine Guinea pig/ _
activity Dunkin-Hartley Oral 0.05-5 2-6M/group EDs, = 0.185 mg/kg No F96221BMC. A34 | 4.2.1.1.9
Anti-histamine Guinea pig/ ) _
activity Dunkin-Hartley Oral 0.05-0.6 5M / group EDs, = 0.232 mg/kg No F96221BMC. A66 | 4.2.1.1.10
Typelll 1 pouse/ D1 Oral 30, 50, 100 9 M/ group No effect on Arthus reactionat 100 | . F96221BMC. A73 | 4.2.1.1.11
hypersensitivity mg/kg
Type IV Oral and 50, 100 (oral) i No inhibition of the type IV contact
hypersensitivity Mouse / CD1 Topical 500 pg (topical) 8-10 M/ group dermatitis induced by oxazolone No F96221BMC. A61 | 4.2.1.1.12
Active cutaneous | ;o0 1 cp1 Oral 0.5-50 8-16 M/ group | EDy = 4.15 mg/kg No F96221BMC. A71 | 4.2.1.1.13
anaphylaxis
Active cutaneous | s, 10 1 cp1 Oral 0.5-50 8-16M/group | EDg = 3.82 mg/kg No F96221BMC. A72 | 4.2.1.1.14
anaphylaxis

a) B AR
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Test Article: bilastine
Gender (M male,
Type of Study Test System Xsmi%?s(t)rfation Dosage (mg/kg) Efemale) and Noteworthy Findings glo_;pliance Study No. Location in CTD
0. per Group
Passive
cutaneous Rat / Wistar Oral 2-32 10 M / group EDs, = 7.61 mg/kg No F96221BM. A52 4.2.1.1.15
anaphylaxis
Passive
cutaneous Rat / Wistar Oral 1.25-10 7 M / group EDs, = 5.96 mg/kg No F96221BMC. A74 | 4.2.1.1.16
anaphylaxis
Lethal shock
induced by the Rat / Wistar Oral 05-16 10-20F/group | EDsg =2.29 mg/kg No F96221BMC. A58 | 4.2.1.1.17
compound 48/80
Cutaneous
capillary
permeability Rat / Wistar Oral 1-16 10 M / group EDs, = 3.47 mg/kg No F96221BM. A69 4.2.1.1.18
induced by the
compound 48/80
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Test Article: bilastine
. Gender (M:male,
Type of Study Test System Methloq of . Concentration F:female) and Noteworthy Findings GLP . Study No. Location in CTD
Administration | (umol/L) Compliance
No. per Group
Profiling Screen Tissues of different In vitro 001-10 2 No_blndlng to othe_r receptors No 132041 42121
Data Report species besides the histamine H; receptor
He .ar)tlhlstamlne Guinea pig heart In vitro 100 4 N.O antagonistic activity on No F96221BMC. V00 | 4.2.1.2.2
activity histamine H, receptors
H3_ar)t|h|stam|ne Guinea pig jejunum | Invitro 30, 100 3 No antagonistic activity on No F96221BMC. NO5 | 4.2.1.2.3
activity histamine H; receptors
Histamine H, Human recombinant . i No binding to histamine H,
receptor binding | HEK 293 cells In vitro 1-10 2 receptors No 11279 42124
Muscarinic
acetylcholine CHO cells, C6 rat In vitro 0.001 - 100 3-49 No binding to muscarinic receptors No 42125
L glioma cells
receptor binding
Contractions number not No antagonistic activity on serotonin
induced by Rat caudal artery In vitro 100 - g y No F96221BMC. V12 | 4.2.1.2.6
. given 5-HT,a receptors
serotonin
Contractions . . - L
induced by Rabbit thoracic In vitro 100 3 No antagonistic activity on No F96221BMC. VO3 | 4.2.1.2.7
- aorta adrenergic a4 receptors
noradrenaline
Contractions No antagonistic activity on
induced by Guinea pig ileum In vitro 30, 100 3 gor y No F96221BMC. A03 | 4.2.1.2.8
! acetylcholine M; receptors
acetylcholine
Contractions No effect on calcium-induced
induced by Guinea pig ileum In vitro 30, 100 2-3 . No F96221BMC. A04 | 4.2.1.2.9
calcium contractions

a) B xR
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Test Article: bilastine
. Gender (M:male,
Type of Study Test System Methloq of . Concentration F:female) and Noteworthy Findings GLP . Study No. Location in CTD
Administration | (umol/L) / Dosage Compliance
No. per Group
Qontractions . - . Weak non-competitive antagonistic
induced by Guinea pig ileum In vitro 100 4 g L No F96221BMC. A05 | 4.2.1.2.10
g activity on bradykinin BK; receptors
bradykinin
Antagonism of Guinea pig trachea In vitro 100 3 No antagonistic activity on No F96221BMC. A1l | 4.2.1.2.11
{3, receptors adrenergic f3, receptors
Contractions No antagonistic activity on
induced by Guinea pig trachea | Invitro 100 3 g Y No F96221BMC. Al4 | 4.2.1.2.12
- leukotriene D, receptors
leukotriene D,
Cutaneous
capillary Weak to moderate inhibition of
permeability Rat / Wistar Oral 2-64 10 M / group serotonin-induced cutaneous No F96221BM. A51 4.2.1.2.13
induced by capillary permeability
serotonin
Cutaneous
capillary Weak to moderate inhibition of
permeability Rat / Wistar Oral 2-32 10 M / group bradykinin-induced cutaneous No F96221BM. A53 4.2.1.2.14
induced by capillary permeability
bradykinin
Gastric
hypersecretlon Rat / Wistar Intravenous .50 m_g/ kg/hr 3 M/ group No antagonistic activity on No F96221BMC. D30 | 4.2.1.2.15
induced by infusion histamine H, receptors
histamine
Gastric
hypersecretlon Rat / Wistar Intravenous .50 m_g/ kg/hr 3 M/ group No antagonistic activity on No F96221BMC. D31 | 4.2.1.2.16
induced by infusion acetylcholine M, receptors
carbachol
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Test Article: bilastine
Organ  Systems . . Method of | Dosage * Gender  and - GLP Location in
Evaluated Species/Strain Administration (mg/kg) No. per Group Noteworthy Findings Compliance Study No. CTD
Cardiovascular Iso_Iated guinea pig | |\ oo 100 M nymber not Ab_sence of_lnotrop_lc effects in the left No F96221BMC.VOL | 421311
system atrium given atrium electrically stimulated.
Iso_Iated guinea pig | | oo 1-100 M 47 A_bsencg of chronotropic effects in the No F96221BMC. V1L | 421312
atrium experiments right atrium.
In a micromolar range of concentrations
4-6 inhibition of all the K+ currents involved
Ltk and CHO cells In vitro 0.1-1000 pM . in ventricular repolarization. Exhibition of | No F96221BM 421313
experiments X h
low proarrhythmic effect, even in the
presence of hypokalemia.
HEK 293 cells In vitro 01,1, 10, 100 3 experiments Dose-depend_ent reduction of HERG Yes A0781 421314
UM current amplitude.
Dose-dependent  reduction of HERG
. 0.1, 03,1, 3,10, | 5-6 current amplitude, more potent than
HEK 203 cells In vitro 100 uM experiments fexofenadine and less potent than No FAES 02/01 421315
cetirizine and desloratadine.
Dunkin-Hartley No effects on HR, QTc and PR intervals or
Guinea pig Intravenous 60 6 M / group the QRS complex in the ECG. No F96221BM.V39 421316
Moderate but not significant decrease in
the systolic and diastolic blood pressures
Beagle dog Oral 0, 10, 30, 100 6 M and a slight and brief increase in QT | Yes 5121 421317
interval at 100mg/Kg. No effect on blood
pressure.
Beagle dog Oral 0,10,30,100 | 6M gr‘;s;ﬁza on ECG, heart rate or blood | v V5822 421318
Central Nervous Increase alertness and exploratory activity
svstem Sprague-Dawley Rat | Oral 0, 75, 275,1000 | 5M/ group at 1000 mg/kg but not deemed to be of | Yes 667071 421321
¥s clinical significance.
Swiss CD1 Mice Oral 0,200, 400,800 | 10 M /group | NOU significant reduction of exploratory |\, F96221BM.C37 | 4.2.1.3.2.2
activity (EXA).
0 50. 100. 200 No significant effect on the motor
Swiss CD1 Mice Oral 4’00 ' ' "| 12 M/ group coordination in the three hours | No F96221BM.C54 421323
post-administration.
0. 100. 200. 400 Only at 800 mg/kg moderate significant
Swiss CD1 Mice Oral 860 K K " | 10 M / group reduction in certain spontaneous motor | No F96221BM.C52 421324
activity (SMA) parameters.
a: Single dose
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Test Article: bilastine
Organ  Systems . . Method of | Dosage * Gender  and - GLP Location in
Evaluated Species/Strain Administration (mg/kg) No. per Group Noteworthy Findings Compliance Study No. CTD
Wistar Rat Oral 0, 200, 400,800 | 10 M / group ONfOS;:)%':;:gz’JtS m‘i‘;‘g{éﬂgﬂﬁsﬁaﬁg‘eters No FO6221BM.C50 | 4.2.1.3.25
Ser;:}rr?]l Nervous No anticonvulsant activity against the
¥s Swiss CD1 Mice Oral 0, 50, 100, 200 10 M / group convulsions induced by | No F96221BM.C77 421.3.26
pentamethylentetrazol.
No protection against the convulsions
Swiss CD1 Mice Oral 0, 50, 100, 200 10 M / group and/or the mortality induced by maximal | No F96221BM.C80 421327
electric shock.
Swiss CD1 Mice | Oral 0,50, 100,200 | 10 M/ group (';‘inggﬁ]”“a“o” of depressant effect of | F96221BM.C93 | 4.213.2.8
Swiss CD1 Mice | Oral 0,50, 100,200 | 10 M/ group me%gmfggyg:ﬁ;ﬁe of the narcosis |\, F96221BM.C56 | 4.2.1.3.2.9
10M or At 200 mg/kg slight but significant
Swiss CD1 Mice Oral 0, 50, 100, 200 20M / arou increase of the depressive effect induced | No F96221BM.C57 4.2.1.3.2.10
group by pentobarbital.
Only a slight reduction in the rectal
Wistar Rat Oral 0, 100, 200 10 M / group temperature 1 hour after administration of | No F96221BM.C83 4213211
200mg/kg.
Respirator No effect on the respiratory parameters
systgm Y Sprague-Dawley Rat | Oral 0, 75,275,1000 | 5M/ group respiratory rate, tidal volume and minute | Yes 666125 421331
volume.
Gastrointestinal | \ysctar Rat Intraduodenal 10, 30, 100 8M/group | o effect on gastric secretion: volume, pH |\, F96221BMC.D57 | 4.2.1.34.1
system and acid concentration.
Swiss CD1 Mice | Oral 3,30, 300 10 M/ group L\r';)nse;f‘:f;]:” intestinal motility: intestinal | F96221BM.D62 | 4.2.1.3.4.2
Other systems Rat erythrocytes In vitro 100 uM 4 experiments aNC(t)iVite;ythrocyte membrane  stabilizing No F96221BM.A13 421351
a: Single dose
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Test Article: bilastine
Type of Study Test System Methloq of . Dosage (mg/kg) S?:gglgw rgr?(lje’ Noteworthy Findings GLP . Study No Location in CTD
Administration No. per Group Compliance '
Interaction with No interaction with insulin and no
insulin Mouse / CD1 Oral 30, 50 7 M / group deterioration on alloxan-induced No F96221BMC. M51 | 4.2.1.4.1
hyperglycaemia
Interaction with Rat / Wistar Oral 50 3 M/ group No interaction with warfarin and no No F96221BMC. S53 | 4.2.1.4.2

warfarin

effects on blood coagulation
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