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o) A
59 1t B2} (Child-Pugh class C)lAIE 1Y 13] Imgs FAg A FolA
To%5Y el BANAE SFxH] HAFA )
o] ko] Eg AL HA(ATEEL XFL) ol 1¥ 2mge ZFHete A &
g Z7M7IE AeE UEHA Feth
4733r0] 19 13 54 F 597} gle A9, FAE A gAlste] X8 A% o
of tisl AsF7t shefof ot
o] oFo] F¥= MY olFWA HoF txRT AP AA FHEAG A=
Aol dig 9L Fr1Ho 2 AHrtE o St
OREEES
SR mer), 2e(1~30T) R, AZYZEE 36709
R i KA
M 719 = A3 A BFAE NAEA Fe= vHA Hu| S A AR s 9
ame | FE RTE FHAN) Al £38 FAYL ARAA G AR
=]
MEBA acws ans) 9w 2eE 34 A
E 25 X el A o _ 2=~ Q = = 1 A ShyA
@ ke =g A Sratal A=Al 5-HT, 84 Eoﬂli/ﬂ_ cAMP % PDE III/IV(E2=X
tol| 28 A JAE Tt ZEd Fes 45 e
@ =
o =-2]: EMA, Resolor (2009.10.15
L ‘ :
B #AA=xI} o) F A FEHH AT A5aA28 A H3E, L Ak
W A=Z Al A 9
<ZFIAFE>
1) AleF : gF=rlo] E3E oAl B YA Y td=x7d B3N AAl F 7tuAs A
% QAN AE WA WY HPAA 12575 FAE TEDRxe}0E dmg AT A &
54, A, dFd FE 98 57 ofAok-El Y A/ HrtEA FE 1113” o,
T, fofdlzE, HIAT, 3VAQRT =97 125 87, A E F FAHBF) AFY
(PRUCRC3001)
2) Alxd
LELY HZ2HEAEMEZ(HZX), Janssen Cilag S.p.A, Ol€2l0t, Via C. Janssen 04010 Borgo

[RIERK] (YR, (F)e20kd, 8t2, M2 A2 S2220F 191 LSEBAEIR 255
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Fol 158 Aoz Aad

1714, 24 2 AEF A B3 A=

714 2 AEEH

-

ez FZEIxo|EY Ho2 19980l HxE Ao ofofF JNT2 19903 20001 Alelel] o]
FoARI N FE T 20073 ANEHAS

et wWnlE 4o Ao WHg QS VA EIARE HFEA e A EAlolH FAEo]
Aojste= Wulg wijHo] E8kA] AN YR deste ®B77F 53 ESAstY By A
'S TRl JTY dAEL 5~20%F o)

exEZtRxglolEx= Yt s &4 U= dihydrobenzofurancarboxamide-fr=4 o] 3
A NZE ALY JeZQl 5-HT, +8A &5 (%5-HT, F&8Ac 4% 23 1852 &
Zotal FFAEA, B, A%, FAl &)

e x27tgxglol=9] 5.:HT, 84 38 5-HTis 84 2 hERG channelZ2& thE =89 H]
sted 1508 o] del™, 24 EFAES ST Ao AAA EFS IEFoEHN AE&F

oS AR : oAl B AR =Tt dAAF R 3
- A FAG MM E : PRUCRC3001, Phase 3
- A A E 0 A double-blind, placebo-controlled study to evaluate the efficacy and safety of

prucalopride(Resolor) Tablets in subjects with chronic constipation
o U - o] JE e #g AF : EMA §7} (2009.10.15)

LA s ZJ %% gdo] = dihydrobenzofurancarboxamide-f-=A o|# 53t H=9 A1 5-HT,
tl

PDE III/IV(¥E 22 t) ol 26 2kAl) <) A A

2. 72Z2A - E9883 4F 2 AESH AA BT A=
21. #2234 -%ﬂi}fz}a 44
o Az okFe] V=
INN: iei’—__}iiﬂ}olE
USAN: ZTZ2Z4 g2 x o=
getn:  4-obve5-F R 203-0) 50| SR N[1-3-7 S A Z 2 B)-4-9) 5 2] O] d | 70 2 F T2 8
AL FERE Qo0 E (1:1)
xz2z iua].o]c/\/\])\Lcﬂ

O_,k%j_ué(compendlal name): ¥| A

33E W3 R108512

32 qn /\(CAS) 179474-85-2
o X
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‘|:|) CH,——COOH
HyC—0—CH,—CH,—CH,—N NH—C NH,. -
CH,——COOH

Cl

(&)

R108512

FE 2121 C18H26CIN303.C4H604
2L 485.96
AA g ZFZAZxgolegLlitddE 712 F 4] (chiral center)©] {1t}

22. 71 2 ALY
= 2 AU A3 HH(AEHA FE 51, 2012.01.13)
e ABSGFT E 1 BF v : FAHAES AYF FF A= proportionally similar 3+A] Z &

2.3. 71
o AZXY
CES) MZ2AAEME(MEX), Janssen Cilag S.p.A, OlE2l0F, Via C. Janssen
—= 04010 Borgo San Michele Latina
(HES] £=QI(£=QX}), (F)et=0kMl, =2, A2 SLF SHAZ2IF 191 LSSUES
== o5z

3. kB BT AR
o AEAE : AVIREAR, 7HEAE, AR (RE)
e A|=744 : Janssen Cilag S.p.A, in Latina, ltaly
o 87138 % A : blister (Alu/Alu blister)

33. AAALE H 259 FUAF
o NAALG : NUET], AL1~30TC)EH, AZLEZRE 3670 €
% EMA SmPC : 44, 5983 x10] de3HA] &5 7S st B (2%
foil, upper side; PVC/PVDC foil

op

7] blisters; aluminium

34. AESA
o oFgAQoFH o )3t
ARE-71ZE 3@ FRIFHI ‘F71E FEt F71E JtEAI AR = Wl dlsiAe
kot 87171 2

o ‘AF7BE7], £

A ZARE BEeH T AT 2% AET SmPCellA
=z]

=2 3R

Hate] LR F(I~30C), AZYZRE 367122 A AT
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4 540 BF AR
41. 8 FF

% *: R093877(hydrochloride salt)= A3,

F-3A]: R108512(prucalopride succinate)2 A3

NEEE z 2 s | TH¥ | S0t | 22 (mo/ko bw/day) | SE | study #
~ |23 - 0, 160, 320, 640
v &3] |0, 80 Y| N112649/1
Z3 | «=al |0, 640 Y| N112650/1
v <3| |0, 40 Y| N112648/1
SE=0f SAAE | Wistard S 20, 40, 80 v N152550
SC o3 [160, 320 v N151689
640, 1280 v N151688
SC ©5|  [0.31, 1.25, 5, 20, 30, 50| Y N151691
TR s | as us Y| fore
R093877 - 0, 0.63, 2.5, N 3170
10 (2 ETKA A
= 2
o T PHE TRng3877 - 20 y Noess)”
HE R108512 — 20, 40, 80 (2 TR A
SC | *ME [1.25 5 20 Yo SRR
*6J0E  |1.25, 5, 20 Yo TR
Z1= =
ED 4094
148 3= (5 20 80 Yo (e ETKA A
BHEE0 SHAY -
o | vV | 1”0, 0.31, 1.25, 5 N | e oTRA A
SC | *19HE |0, 0.63 2.5, 10 AR 55 G
4 148 [0.31, 1.25, 5 N | ERe )
=1
b= 1y |R093877 - 10 v 3834
e R108512 - 10, 20, 40 (2 STKA Al
62 |0.63, 2.5, 10 Yo o)
12048 |2.5, 10, 30 A =
- test: 250, 500, 1000,
S-typhimuri 2000, 3000, 4000
TA1538 5000ug/plate
TA9S in vitro * UH UL sodiumazide, Y 3543
: 2—aminoanthracene
1}’111%%2 2-nitroflurene,
J— 9-aminoacridine
shee test 250, 500, 1000,
= .coli | in vitro * 2000, 3000, 4000, Y 3544
5000ug/plate
SH=EA S.typhimuri
NE um
TAG8, |inviro|  «  |13925, 81.25 62.5, N 5302
TA7001~ » 250,
TA7006 mix
oimy | _human 23, 35, 52, 78, 117,
AF peripnera n vitro * , , , , ,
o ipheral | in vi 176, 263, 395, 593, 889, Y 3375
< lymphocyte 1333, 2000ug/ml
DNA
~ male rat | . - 3425
%gg% hepatocyte | /77 VO * 40, 160, 548 (EETKAAl)
A% | L(5178Y |in vitro « NET: v 3435

_13_




mouse

-S9mix: 330, 560, 1000,
1780 ug/ml

+S9mix: 330, 1000,
1780, 3340 ug/ml

lymphoma AlBI2:
cells -S9mix: 330, 1000,
1780, 2380ug/ml
+S9mix: 330, 1000,
1780, 2360ug/ml
Albino 80, 160, 320, 640mg
Swiss SPF| &+ UNHHEZ: 40mg 3179
mice cyclophosphamide
Albino 40, 160, 640
Swiss SPF| &+ kL2 40mg 3545
mice cyclophosphamide
A
H
a7 | 5, 20, 80 4488
)
Seg | 7
(=Hs) | A= -
™
SC %-: 0, 1.25, 5, 20 3597
X
g2
AH Al. HFAH
057\3/\2;:‘3 % ZI o 0, 1.25, 5, 20 Y 3244
Seg || otz C 2~1 5, 20, 80 Y 5023
% Ol
SC °a'~.:1 0, 1.25, 5, 20 Y 3587
. 25 [12H6~18 105 5 20 3245
Seg Il | CHistar = —
22 |57 407185, 20, 80 3443
ol 416 2 ~
Seg |l e d7 |E4=3=F|5, 20, 80 4058
(28210)
oleA | 3 2 (10, 20, 80 (ugé%fém
#=3d: 5, 20, 80
ok A2 T2HE a3 ot3i: 5710, 40 4044
8 75(,)4150, 3002 23 =&
AT £
colniea | 27 ZM82l: 25, 50, 100 4540
=SM152: 50, 100, 200
B IM,IV,IP
albino &I SC.PV 1.55mg/ml 3494
=AHAEAIE im, iv,
=Y)]] sc,ip, 8ma/ml 4468
pv
42. M8
O I FA5GAF
k-2 640mg/ kg7t A 8] X85 EFE o]/ o (supra-therapeutic) @3] §&Fol|A AF Fo3 =

gzseelug s £3 4

o gl HA LA

A, 40 2 80mg/kgel A

AE: 640mg/ kg7t A < =
o] T HArE HA ASLEHF

73§ 320mg/kg

o B 4R A 7 o]’
aZE HAE HAA A8 160mg/kgol ATk A4S
1 AF = IR oy ddukso] aEd

FLARIo|l=S BT FAT
< 320mg/kg. ABF oA} o],

LI
EE S0l AE

=
h
AHE

4% 160mg/kg

o

£ 40 2 Somg/kgfﬂ

R
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ol

flo

S A YEIAQOKFAT) Yol ARHY. 80mg/kg FH W &%
AE 20e] F 1mbelol A AW Aol AE
AE7FAT) : A2 @ITAN 0mg/kgZhAe] HE B 125mg/kg7tAl 2] Aol

S915) 4] Fgte

Jhi-lllxi’érﬂioﬁ
MJ&W
O)@%E

2=

Al
Zaglo|= )
S 47 HE 3 M F3  AHEE Ha ¥
30mg/kg/day.

-RE oM EAY BT (1) Fo ¥ NOAELS 5mg/kg/dayel o, AHg (YU 2mge
2 Fogha vk o]elg &MY AUChum =F W& BIWE} Zfd2xetols s nf
goz 3 £3 2 FAAA 47 5 % 1285, oY FFEYG =2 &7 20mg/kgol A 3t

A Aol FlEAom 40 B 80mg/kg FAE <], AR (ZEHE-

dEl A7 F, 6 % 12784
HE B Aol 247 80 3

ey
o> |d & oo

o 08

e

re Hu

e oi
F >

FMEHVT ALTE BA @F) 2 AR HAR Y R Bal S7hs AN (BAFT] B

At B oA/ Ao T4l dE)el Wyt vebd. ol E g 24 271A] Sl Ao tE W=
AAA(AZZTEo] BF), A dFAEY 43S S 2 %fr (Avg JWEAE T
Apell A gRlE o, B4, A%, A 2 v T F7HE
- 70 : NOAELL 12709 ZAF(91#) F ¥ 10mg/kg/dayol o™ Alg =2(YY 2mgo = F
A Bl olg st o Y AUCiun = HI &S 24485, 54 20 ¥ 30mg/kgol Al
=HRen, o7o= 30mg/kgoll e 7 8vie] F 3viElel A|AL CNS-## FFg(AHF 2
A, 718t Ard A FAtA i, A S b Bd 9 b &%), BIL, AST ¥
ALT o= 89 1 543 1+ 2484 i (madgrh (HE 75, 238 2 §F7% &
2, FA AT (A e Ash7E £, 20mg/kg/dayol A o] ®ste AiiF o2 A Ekel

om o]yt & XFE YF=Fo HE) 5689 =EHIES 7. 30mg/kg/dayel A o] W=
HAUHAEF o] Aew AAHAoH AFA =S U HE&L 528F
FRAFAEAA

EAEAHNAIY ¢ AL AFAAA Hi FE(500ug/plt ©1’h)e] Salmonella typhimurium
TA100 FAl AT 4 ArF 9. o]F F7HAF S Z TA97, TA98, TA1535(TA1009] X (K))
), TA1537 2 TA15385 W= FEscherichia col, EFE o ¥4 9F 2L Vitotox ZAAA
of FA4 Aol o3 AHUCH, A7|dA ZFZFEeto|l= AHA A SOS-EF &Aoo F7t
A B%5(F, DNA &£740] S7HH A &9kF).

FAA ] FA Y - ZFLAEEoEE 9 FFY A9 EfF SAW)AA HEZF) E= A4
A ol FAE HEF)S fFEskA FUE
LA HgE A/ FEAF B A #1554 T, 94A
ol FAHA AkS. 640mg/kg7tA el HFH LFAFNA G
g/do] FAHA Ak

rO
2

il &8

D AN RSN

.
s R MY AT £ EE G FHF EE 0mg/kgZtd §FA AL B
megesees B JFo] L. omg/kg FFANA LAlW 1+, AN B FAH 44

QA AFEE a8 80mg/kg/day FAA] BA]
= Azte] FF S EZAAM HE&F 80mg/kg/day FAA BA FAo] EAEte A
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Type of Study Test System Method of Testing Facility  Study number Location
Admin. Module Section
Primary Pharmacodynamics
Receptor binding and neurotransmitter uptake mhibition Membrane preparations from cell lines Invitro IRE" N125486 M4 42111
profile transfected with human receptors
Receptor binding profile and second messenger effects Membrane preparations and cell lines In vitro JRF N150986 M4 421.12
5-HT, receptor binding and second messenger effects Membrane preparations and cell lines Invitro JIRF Jurzak et al., 1998 M4 43
5-HT, receptor binding and second messenger effects via ~ Membrane preparations and cell lines Invimo JRF Bender et al.. 2000 M4 43
various splice variants
5-HT, receptor binding and second messenger effects via ~ Membrane preparations and cell lines Invirre JRF Pindon et al.. 2002 M4 43
various splice varants
5-HT, receptor binding, second messenger effects and Membrane preparations. cell lines and In vitro Theravance, Vickery et al., 2007 M4 43
functional responses tissue from guinea pig and human UsSA
Screening data on gastrointestinal pharmacology Guinea pig, dog, cat Invime, 1.v., JRF N106503 M4 42113
po.
5-HT. receptor agonism Gumea pig In vitro IRF N147710 M4 42114
5-HT, receptor agonism Rat, guinea pig In vitre IRF N125413 M4 42115
Screening data on gastrointestinal pharmacology Membrane preparations and cell lines: Inviro IRF Briejer et al , 2001 M4 43
guinea pig. rat, dog, rabbit
Effect on proximal colon (non-cholinergic excitation) Guinea pig Invimo JRF N122100 M4 421.1.6
Effect on pellet propulsion distal colon Gumea pig In vitre JRF N230285 M4 42117
Effect on pellet propulsion colonic segment Guinea pig mvine Virginia Med. Jin et al.. 1999 M4 43
Col., USA
Effect on pellet propulsion colonic segment Guinea pig Invimro Virginia med. Foxx-Orensteinetal.. M4 43
Col,, USA 1998
Effect on compartmented colonic segment Gumea pig, rat, human In virro Virgima Med. Grider, 1998 M4 43
Col., USA
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Type of Study Test System Method of Testing Facility  Study number Location
Admin. Module Section
5-HT; receptor agonism on muscularis mucosae Rat Invirro Syntex Baxter etal., 1991 M4 43
Research, USA
5-HT; receptor agonism on forestomach motility Rat Invirro GlaxoSmith- Bassil et al., 1991 M4 43
Kline, UK
5-HT, receptor agonism on small intestines Mouse Inviro JRF EDMS-PSDB- M4 42118
6544735
S5-HT, receptor agonism on rectal smooth muscle Dog Invitro JRF Prins et al., 1999 M4 43
5-HT; receptor agomsm on colonie smooth muscle Dog, human Invitro JRF Prins et al., 2000 M4 43
5-HT; receptor agonism on gastric smooth muscle Dog Invitro, LY. JRF Prins etal., 2001a M4 43
5-HT, receptor agonism on gastric smooth muscle Dog Invirro JRF Prins et al., 2001b M4 43
3-HT, receptor agonism on gastric and cardiac smooth Pig In vitro JRF De Maeyer et al_ M4 43
muscle 2006
5-HT, receptor agonism on colonic smooth muscle Human In vifro Umv. Ghent. BE  Leclere et al.. 2005 M4 43
5-HT; receptor agonism on colonic smooth muscle Human In vifro JRF Prins et al.. 2000 M4 43
5-HT, receptor agonism on colonic smooth muscle Human Invirro IRF Cellek et al., 2006 M4 43
5-HT, receptor agonism on gastric smooth muscle Human Invitro JRF N148145 M4 42119
5-HT, receptor agonism on gastric smooth muscle Human Invifro Umv. Ghent, BE Leclere etal , 2002 M4 43
Effects on colonic motility patterns Dog 1V, po. JRF N125154 M4 421110
5-HT; receptor agonism effect on colonic motility Dog iv, p.o. JRF Briejer et al. 2001 M4 43
Colonic motility patterns Dog Not Med. Col. Karaus & Sama_ M4 43
applicable Wisconsin, USA 1987
Involvement of serotonin 5-HT, receptors in effects of Dog 5.C., p.o. JRF N125155 M4 42.1.1.11
R093877 on colonic motility patterns
Effect on the gastrointestinal transit Dog LV. Mayo Clime, Twanaga et al., 1997 M4 43
USA
Effect on antroduodenal motility Dog p.o. JRF EDMS-PSDB- M4 4.2.1.1.12
5885488
Type of Study Test System Method of Testing Facility  Study number Location
Admin. Module Section
Effects on gastric emptymg Dog 1LV, po. JRF N113237 M4 421113
5-HT, receptor agonistic effects on gastric emptying Dog po. JRF EDMS-BEBE- M4 421114
1823858
General pharmacological profile Mouse, rat, dog. guinea pig. rabbit. ferret  1v. s.c. p.o. JRF N113195 M4 4.2.1.1.15
Effect on gastromntestmal propulsion Rat LV Umv. X1'an Qi1 Hws-Bmetal., M4 43
Jiaotong. China 2003
Effects in model of postoperative ileus Rat iv. Univ. Antwerp.  De Winter et al . M4 43
BE 1999
Synergism with 5-HT; antagomst Dog po. JRF N125075 M4 421116
Synergism with 5-HT; antagonist Dog p.o. JRF N154173 M4 42.1.1.17
Effects on defecation Cat po. JRF N136283 M4 421118
Effects on defecation frequency and faecal consistency Cat po. JRF N129273 M4 421119
Effects on defecation frequency and faecal consistency Cat p.o. JRF N129272 M4 42.1.1.20
5-HT; receptor mediated effects of prucalopride and Rat Invirro JRF N126995 M4 421121
metabolites on muscularis mucosae
Receptor binding profile of prucalopride and its Membrane preparations from cell lines Invimo JRF N152544 M4 421122
metabolites transfected with human receptors
Secondary Pharmacodynamics
5-HT, receptor mediated effects on papillary muscle Rat Invimo Univ. Oslo. NO  Qvigstad etal. 2005a M4 43
5-HT, receptor mediated effects on papillary muscle Rat Invimo Univ. Oslo, NO  Qigstadetal.. M4 43
2005
mRNA (5-HT -receptor) analysis in human atnial Human Invitro Umiv. Pans-Sud, Lezoualc hetal | M4 43
fibrillation FR 2007
Effect of 5-HT on atrial myocytes (B-blockade) Human Invime Univ. Glasgow.  Pau et al.. 2003 M4 43

UK
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Type of Study Test System Methad of Testing Facility  Study number Location
Admin. Madule Section
Sensitization of atrial 5-HT; receptors by chronie B- Human Inviftro Univ. Sanders etalk_ 1995 M4 43
blocker treatment Cambridge, UK
5-HT, receptor mediated effects on atrial muscle Pig In virro JRF De Maeyeretal , M4 43
2006
5-HT, receptor mediated effects on atrial muscle Pig. human Invitre Univ. N153805 M4 42121
Cambridge, UK
5-HT, receptor mediated effects on atrial muscle Pig. human Invifro Univ. Krobert et al., 2005 M4 43
Cambnidge, UK
5-HT, receptor mediated effects on atrial muscle Pig. human In vitro Univ. N161966 M4 42122
Cambridge. UK
5-HT, receptor mediated effects on atrial trabeculae Pig. human Invirre Erasmus N164966 M4 42123
Pharma, NL
5-HT, receptor mediated effects on atrial muscle Human I vifre Univ. Kaumann & Sanders, M4 43
Cambnidge, UK~ 1994
5-HT, receptor mediated effects on atrial myocytes Human Invirre Univ. Glasgow.  Pauetal . 2005 M4 43
UK
5-HT, receptor mediated effects on papillary muscle Rat. human Invirre Univ. Oslo, NO  Afzaletal, 2007 M4 43
5-HT, receptor mediated effects on atrial muscle Pig In vitro Univ. Murcia, Vargas et al.. 2006 M4 43
ES
5-HT, receptor in the central nervous system Mouse In vitro CNRS- Dumuis et al . 1988 M4 43
INSERM. FR
Autoradiographic localization 5-HT, receptor in bram Rat, human In vitro IRF Langloisetal., 1998 M4 43
5-HT, receptor mediated effects on hypocampus Rat In virroe GlaxoSnuth- Spencer et al,, 2004 M4 43
Kle. UK
5-HT, receptor mediated effects amyloid metabolism Cell line with human receptor In vitro Umiv. Paris-Sud,  Lezoualc’het al | M4 43
FR 2003
5-HT, receptor mediated effects amyloid metabolism Mouse s.c. Univ. Paris-Sud,  Cachard-Chastel et M4 43
FR al., 2007
Type of Study Test System Method of Testing Facility  Study number Location
Admin. Module Section
5-HT: receptor mediated effects amyloid metabolism Cell line with human receptor Invire Univ. Paris-Sud.  Lezoualc’h et al., M4 43
FR 2005
5-HT, receptor mediated effects amyloid metabolism Primary cortical culture, mouse In vitro Wyeth Res | Cho & Hu, 2007 M4 43
USA
Effects of tegaserod Human receptors, rat In vitre, 1v. Theravance, Beattie et al., 2004 M4 43
USA
Case report on tegaserod Human po. Univ. Texas, Busti et al, 2004 M4 43
USA
Effects on sec. messenger systems 5-HT,-receptor Membrane preparations from cell lines Invimro JRF N151647 M4 42124
transfected with human receptors
Cholinesterase inhibition Human red blood cells Invitro JRF N126628 M4 42125
Interaction on 5-HT 1, 5-HTy and 5-HT:-like receptors Rat, guinea pig, dog In vitre IRF N122102 M4 2.1.2:6
Interaction with 5-HT; receptors Guinea pig In vitro JRF N122435 M4 42127
Inhibition of nicotinic cholinoceptors, motilin receptors or ~ Guinea pig, rabbit Invitre JRF N135746 M4 42128
cholecystokinin-A receptors
Effect on proximal colon (anti-chohnesterase, M3) Guimea p1g In vitro JRF N122101 M4 42129
Effect on gastric acid secretion Rat Invitro JRF N139793 M4 4.2.1.2.10
Effect on gastric acid secretion Dog po. JRF N144540 M4 421211
Effect on colonic secretion Guinea pig Invitro IRF N114864 M4 421212
Effect on chlonde secretion T84 cell line In vitro JRF N161242 M4 421213
Effect on 1leum and colon secretion Human In vitro Univ. Southamp- N135745 M4 21214
ton. UK
Effects on 1solated blood vessels, heart and trachea Rat, guinea pig. dog. pig In vitro JRF N119532 M4 421215
Haemolytic effect Human bloed In vitro JRF N109171 M4 421216
Prolactin release Rat po JRF N144646 M4 421217
Prolactin release Rat p.o. JRF N139838 M4 421218
Occupancy of D2 receptors in the pituitary gland Rat p.o. JRF N152546 M4 421219
52. kA FAIE
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o Ao A¥HA AT A¥ . ZEZE I o= 1uM(370ng/mL; AFR A A8 &7 Fof 9
Cmax®Eth oF 49u O H5)74A9] FEolA Id 7ol g ddFe] gl 1uM ot Ee
LA, zEA2agtolEE 5o wg} hERG-3 279 HEK293 xﬂ PARE ol o AR )
AR ATAEANA AAE AR/ ZF A/ ko wE2A E4sEe A8 —}55}7‘]59 57}A]
Aol hERG-HEK293 Al Zo| M9 9 Al EC502 4.1~22uMA(F, B3 X2 Fol|Me
CmaxX.tF 200~11008) ¢ ¥E9k2). 44 AZAEZ(IUd @.%})oﬂxﬁ LA ECso %%lf‘&
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natar AL Ak e @ St wstE e, Abgol A 9] X 58 7(20nM, ~7.5ng/mL)
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2 A A7 Aol @ oE FEFo] AS. AAFoE, At e AEH o] FFEF
of #=3t AP U= AR AR H
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S, FEAY Sol Fog dFo] oy wrERASHATNA HY WA &F o]
EFolM AR CNs#EHHE ®S(dus B FA)o] el
5 mrHE ) Ee AN EF71e tig §4 dEFe] e EFFol fral

Safety Pharmacology
Effect on ion currents in cardiac myocytes Guinea pig In vitro JRF N147361 M4 42.13.1
Effect on the HERG channel Human I vitro JRF N135800 M4 42132
Effect on the HERG channel Human Invitre JRF N126875 M4 42133
Effect on the HERG channel Human Invitro JRF N156600 M4 42134
Effect on the HERG channel Human In vitro Univ. Helsinki, Chapman & M4 43
FI Pasternack. 2007
Effect on the HERG channel Human In virro Hépital Hotel- Potet et al , 2001 M4 43
Dieu, FR
Electrophysiological effects on Purkinje fibers Dog, guinea pig In vitro, 1.v. JRF N115227 M4 42135
Electrophysiological effects on Purkmje fibers Rabbit Invitro JRF N135773 M4 42136
Electrophysiological effects on 1solated heart Rabbit Invitro Hondeghem N143434 M4 42137
Pharm., BE
Electrophysiological effects on 1solated heart Rabbit In virro Hondeghem N156146 M4 42138
Pharm., BE
Electrophysiological effects in papillary muscle Guinea pig In virro JRF N126893 M4 42139
Electrophysiological effects mn papillary muscle Guinea pig In virro JRF N136344 M4 421310
Electrophysiological effects m papillary muscle Guinea pig Inviro JRF N136366 M4 421311
Effects on cardio-haemodynamic and electrophysiological ~ Guinea pig 1V, JRF N135519 M4 421312
parameters
Effects on cardio-haemodynamic and electrophysiological ~ Guinea pig LV JRF N139584 M4 421313
parameters
Potential proarthythmogenic effects Rabbit iv. JRF N136280 M4 421314
Cardio-hemodynamic and pulmonary effects Dog LY. JRF N135547 M4 421315
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Type of Study Test System Method of Testing Facility  Study number Location
Admin. Module Section

Cardiovascular, electrophysiologic and pulmonary effects  Dog v JRF N136000 M4 421316
Cardiovascular and behavioural parameters Dog po. JRF N092871 M4 421317
Cardiovascular and behavioural parameters Dog p-o JRF N136391 M4 421318
Cardiovascular and behavioural parameters Dog v JRF N101078 M4 421319
Cardio-hemodynamic, cardio-electrophysiologic and Pig LV, JRF EDMS-PSDB- M4 421320
pulmonary effects 7025921

Interaction with the convulsant pentylenetetrazole Rat S.e 1V, JRF N113240 M4 421321

Organ Species/ Method  Conc./Doses Sexand  Noteworthy findings GLP Study
Systems Strain of No./ compl. Number
Evaluated Admin. Group
Cardiovascular ~ guimnea pig in vitro 10 nM-10 uM = Prucalopride tested up to 1 uM has only muinimal effects on Ix,. At high concentrations 10 N147361
heaﬂ_ of 3-10 pM (150-490x the therapeutic plasma level), prucalopride clearly did attenuate
ventricular I, whereas Ig.. Iy or Ly, or Ic,; were not affected even at 10 uM.
myocytes
Cardiovascular  human hERG  in vitro 100 oM-100 uM - Prucalopride has no sigmficant effects on potassium eurrent in hERG-transfected HEK.  no N135800
transfected cells at concentrations up to 1 uM (49x therapeutic plasma levels). From 3 uM
HEK293 cells upwards a concentration dependent inhibition of the current was observed. The ICs
value for this effect was 22 M or 8140 ng/ml 1.e. more than 1000x the therapeutic
plasma level.
Cardiovascular  human hERG i virre 3pM 8 Application of 3 uM prucalopride to the cells resulted m a reduction of the hERG no N126875
transfected current with 17%. After 5 mi in drug free conditions an almost complete recovery of
HEK293 cells the hERG current was obtained. Thus a high concentration of prucalopride (150x the
therapeutic plasma level) has a small and reversible effect on the hERG channel.
Cardiovascular  human hERG i virre 10 nM-100 uM -+ At concentrations up to 1 M, prucalopride did not relevantly affect Ig,. High no N156600
transfected concentrations attenuated the Iy, current (ICsp=11puM: 1.e. more than 500x the
HEK293 cells therapeutic plasma level).
Prucalopnide was adnunistered in combination with 3 uM ketoconazole, 30 1M
terfenadine or 10 uM erythromycmn. The experiments provide no indication for a
(Bliss or Loewe) synergism between the co-administered compounds in the block of
Ti, m hERG transfected HEK293 cells
Cardiovascular  human hERG  in vifro 300 nM-30 uM 7 Using whole cell patch clamp techmique, 1t was demonstrated that prucalopride no Chapman
transfected attenuated hERG channel activity with an IC5, value of 4.1 uM (200x the therapeutic and Pas-
HEK293 cells plasma level). The sensitivity to block 1s unaltered by the hERG K897T polymorphism ternack.
as are the prucalopride induced changes in the biophysical properties of the channel. 2007
Cardiovascular  human hRERG  in vitro 30 nM-30 pM 8 The ICsy value for prucalopride to attenuate potassium current i hERG transfected no Potatetal
transfected COS-7 cells was 5.7 uM (280x the therapeutic plasma levels). 2001
COS-7 cells
Organ Species/ Method  Conc./Doses Sexand  Noteworthy findings GLP Study
Systems Strain of No./ compl. Number
Evaluated Admin. Group
Cardiovascular ~ dog Purkinje in vire 10 nM-10uM 7 Prucalopride did not significantly change electrophysiological parameters at no N115227
fibers concentrations up to 1 pM in conditions of normokalaemia (KC1 4 mM) and normal Part A of
rthythm (1 Hz). report
At a very high concentration of 10 pM (490x the therapeutic plasma level), in vitro
prucalopride d the duration of the action p tial (APDyy) at 90%
repolarization by 14%, but other electrophysiological parameters were not affected.
Cardiovascular  rabbit in vitro 1-10 uM 8 Prucalopride at 1 uM (i.e. 49x the therapeutic plasma level) has no effect on the action  no N135773
Purkinje potential duration (APD). While lngh concentrations of prucalopride (3-10 uM)
fibers prolong the APD, they do not elicit, however, abnormal action potentials.
Prucalopride up to 10 uM (490x therapeutic plasma levels), has no significant effect
on other electrophysiological parameters including the resting membrane potential. the
maximum rate of depolarisation during upstroke, and the amplitude of the action
potential either at a normal or at a bradycardic rate of stimulation.
Cardiovascular  1solated rabbit  in virre 100 nM-10 pM 8 Prucalopride up to 1 pM (49x therapeutic plasma levels) 1s devoid of untoward effects  no N143434
heart on cardiac electrophysiology. At the higher concentrations (3 and 10 uM) it slightly
(Langendorff) prolongs the APD, slows repolanization, mduces some mstability and a slight reverse
use-dependence, but did not induce significant proarrhythmia.
Cardiovascular  1solated rabbit i vitro 100 nM-10 pM 10 Prucalopride induces no electrophysiological effects when administered alone or in yes N156146
heart combination with erythromycin or ketoconazole up to a concentration of 1 pM (49x
(Langendorff) therapeutic plasma levels). At 3 uM, it starts to elicit prolongation of the action
p 1 No add: 1 prol of the action p 1 was observed with
prucalopride 1n the presence of erythromycin or ketoconazole. At 3 uM. prucalopride
induced some triangul that became app in the presence of erythromycin.
Most importantly. prucalopride did not elicit sigmficant proarrhythmia up to 10 pM
(490x therapeutic plasma levels).
Cardiovascular  guinea pig in vitro 10 nM-10 pM 7 Prucalopride has no or only minor (7% prolongation of APDgyg at 1 uM) effects onthe  no N126893
isolated superfu-  single conc / P of the action p 1 and no effect on the contractile force of gumea pig
papillary sion experiment isolated papillary muscles in conditions of normokalaemia and a normal thythm of
muscles electrical stimulation of 1 Hz.

The prol of the action potential duration (APDs; and APDyp) 15 more
pronounced (13-14%) at the concentration of 10 uM (490x therapeutic levels)
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Organ Species/ Method Conc./Doses Sexand  Noteworthy findings GLP Study
Systems Strain of No./ compl. Number
Evaluated Admin. Group
Cardiovascular  guinea pig in vitro 3-10 uM 7 This study shows that prucalopride. at concentrations 150-490x therapeutic plasma no N136344
1solated superfu-  single conc / levels, has no (3 uM) or only minor (10 uM) effects on electrophysiological and
papillary sion experiment mechanical parameters of guinea pig isolated papillary muscles in conditions of
muscles bradycardia and tachycardia in a normokalaemic solution with the exception of the
APDq, at 10 uM (prucalopride 18% vs. solvent 4 % at 0.25 Hz).
Cardiovascular  guinea pig in virro 10 nM-10 pM 9 Prucalopride up to 1 1M has no or only munor (7-11% prolongation of APDg at 0.1-1  no N136366
isolated superfu-  single conc / M) effects on electrophysiological and mechanical parameters of guinea pig isolated
papillary sion expermment papillary muscles in conditions of hypokalaemia 2.7 mM and at normal rhythm. APD
muscles was significantly prolonged at the highest concentration tested (10 uM. 490x
therapeutic peak plasma levels); at this concentration, prucalopride prolongs the
APD;; and APDg, (19 and 22% vs. solvent 3 and 2% respectively) but without
affecting the other electrophysiological parameters
Cardiovascular  anaesthetized 1v. 1.25 mgkg oM Prucalopride at 1.25 mg/kg 1v had no effect on heart rate and on duration of the PQ, no N135519
guinea pig 5 min QRS. QT and QTc intervals of the ECG. A small increase in mean arterial blood
nfusion pressure (10%) was noted 5 and 20 minutes after the onset of the infusion, but not at
10 and 30 minutes. The ECG morphology remained comparable to that of the solvent
treated group in ferms of presence of P waves. association between PQ and a normal
QRS complex, absence of atrio-ventricular blocks, ventricular premature beats.
ventricular tachycardia or ventricular fibrillation. Thus. prucalopride at a dose of 1.25
mg/kg infused in 5 minutes (plasma level 30 minutes after administration: 137 ng/ml,
1.e. 18x the therapeutic level), has no major cardio-electrophysiological effects
anaesthetized guinea pigs.
Cardiovascular  anaesthetized  1v.bolus 0.08.0.16,032, 8 Prucalopride up to 0.32 mg/kg 1.v. (total dose 0.56 mg/kg 1.v.) largely exceeding the no N115227
guinea pig 0.64. 125 therapeutic doses. has no cardiac electrophysiological effects. Part B of
mg/kg At the dose of 0.63 and 1.25 mg/kg 1.v. (total dose of 2.44 mg/kg 1.v.). prucalopride report
cumulative, increased ventricular repolarization by 8 and 11%. n vivo
every 15 mm
(total dose 2.44
mg/kg)
Organ Species/ Method  Conc./Doses Sexand  Noteworthy findings GLP Study
Systems Strain of Na./ compl. Number
Evaluated Admin. Group
Cardiovascular  anaesthetized iv.5 1.25,2:5,5,10 13M Cardio-haemodynamic effects: Limited effects on heart rate were observed from 5 10 N139584
guinea pig min mg/kg single mg/kg onwards. A slight decrease of the heart rate was seen at 5 min after onset of
infusion  dose/ mfusion (5% compared to solvent), whereas no effects were noted at 10, 20 and 30
experiment min after onset of infusion. After mfusion of 10 mg/kg the heart rate decreased by 9 to
13% at 5 to 30 nun after onset of infusion. No effects were seen on mean arterial
blood pressure at high doses of pruealopride (5 and 10 mg/kg) although small
increases were observed after infusion of 1.25 and 2.5 mg/kg
ECG-parameters: Small decreases of a few msec on PQ-interval duration were
observed at 1.25 and 5 mg/kg but not at 2.5 and 10 mg/kg. No effects on QRS-
duration was observed at any concentration tested. From 2.5 mg/kg onwards limited
effects were seen on QT and QTcB at 5 and 10 nun after onset of mfusion. After
mfusion of 2.5 mg/kg (plasma level at 5 min: 714 ng/ml; 95x therapeutic levels) the
maximum increase 1n QT amounted §% vs. solvent, and m QTc 7% vs. solvent. After
infusion of 5 mg/kg (plasma level at 5 min- 1325 ng/ml; 177x therapeutic levels). the
maximum increase in QT amounted 12% vs. solvent, and in QTe 9% vs. solvent. For
10 mg/kg (plasma level at 5 min: 3286 ng/ml: 438x therapeutic level). the maximum
QT increase was 22% compared to solvent and in QTe 12% vs. solvent.
Furthermore no changes in the ECG morphology were observed in 12/13 animals
medicated with 10 mg/kg iv of prucalopride. In 1 animal an atrioventricular block was
observed during the infusion of the compound.
Cardiovascular  anaesthetized  iv. 004,008 016, "™ Potential pro-arrhythmogenic effects of prucalopride during o;-adrenoceptor o N136280
rabbits (o;- mfusion 031 mg/kg/min with metk ine were gated. Prucalopride at 0.04 and 0.08
adrenoceptor for 60 mm, mg/kg/min for 60 min i.v. (total dose 4.8 mg/kg: plasma level 1135 ng/ml 151x
stimulation) single dose / therapeutic plasma levels) did not significantly change HR_ mean arterial blood

experiment; on
top of 1.v.
mfusion with 15
pg/kg/min
methoxamine

pressure or ECG parameters.

At 0.16 mg/kg/mun no changes in heart rate. mean arterial blood pressure, dispersion
of QT and QTe-intervals or amplitudes of R and P-wave were observed. Prucalopride
at this dose (total dose 9 6 mg/kg; plasma level 2654 ng/ml. 354x therapeutic plasma
levels) mcreased QT, QTc (36% vs 5% after solvent), JT and JTc —ntervals.

At concentrations of 0.04, 0.08 and 0.16 mg/kg, no conduction disturbances. AV-
block. ventricular premature beats, polymorphic ventricular tachycardia, ventricular
fibrillation or torsades de Pointes were observed.

Prucalopride at 0.31 mg/kg/min 1.v. for 60 nun (fotal dose of 18.6 mg/kg. yielding
plasma levels of 4812 ng/ml (642x the therapeutic level), did not induce cardiac
arrhythmias and did not change heart, mean arterial blood pressure, PR-interval,
amplitude of R and P-wave. At this concentration, QT. QTc, JT. and JTc were
mcreased ~30% vs. solvent. Cardiac arrhythmias were not induced at this high

n
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QOrgan Species/ Method Conc./Doses Sexand  Noteworthy findings GLP Study
Systems Strain of No./ compl. Number
Evaluated Admin. Group
Cardiovascular  anaesthetized 1v.bolus 002upto125 ™ Prucalopride at doses of 0.02 up fo 1.25 mp/kg 1v. (total cumulative dose of 2 5 mg/kg 1o N135547
Pulmonary dog mg/kg 1v.) has no major effects on cardio-haemodynamic function (e g diastolic and systolic
cumulative, blood pressure, ECG characteristics and heart rate) nor on respiratory function (e.g.
every 30 mm dynamic lung compliance. airway resistance) at doses exceeding the therapeutically
(total dose 2.5 plasma levels by a factor of 134 (plasma concentration after 1.25 mg/kg 1.v.- 1002
mefkg) ng/ml)
Cardiovascular  anaesthetized  iv. 0.63uptos 7 At hugh 1v. doses, prucalopride stimulated left ventricular contractility and relaxation  no N136000
Pulmonary dog mg/kg from 0.63 mg/kg 1.v. onwards (median plasma level 293 ng/ml: 39x the therapeutic
cumulative, plasma level) conconmtantly with a modest increase in heart rate and cardiac output
every 30 min from 2.5 mg/kg onwards (median plasma level 1748 ng/ml; 233x the therapeutic
(total dose 9.38 plasma level).
mg’kg) The duration of the QT interval and of APD-q. APDgy, APDyc and APDgge slightly
shortened following the administration of the 5 mg/kg dose (total dose 9.38 mg/kg iv.:
median plasma level 3793 ng/ml; 506x the therapeutic plasma level).
Pmcalopnde at a total dose of 9.38 mg/kg 1.v. also had no relevant effect on
P VP and on cardio-electrophysiological and haemodynamic
parameters including systolic and diastelic blood pressures, duration of the PQ, QRS
and QTc intervals and the amplitude of the R-wave of the surface ECG, rest potential.
dV/dtmax and the litude of the hasic action p 1. A survey of the MAP
(monophasic action potential) tracings. shows no occurrence of EAD or DAD: (early
or delayed after depolarisations); a survey of the ECG tracings shows no rhythm
abnormalities after administration of the compound. No influence is observed on
blood pressures and other peripl dynamic variables meluding carotid
vascular resistance.
Cardiovascular  instrumented  po. 0.31 mg/kg ™ Prucalopride had no relevant consistent effects on cardiovascular parameters nor no N092871
awake dogs pavage behaviour at 0.31 mg/kg (8x the therapeutic plasma concentration).
Organ Species/ Method  Cone./Dases Sexand  Noteworthy findings GLP  Study
Systems Strain of No./ compl. Number
Evaluated Admin. Greup
Cardiovascular  instrumented  p.o. 2.5 mg/kg M The single oral dose of 2.5 mg/kg of prucalopride induced an increase in heart rate, no N136391
awake dogs diastolic and systolic blood pressure, pressure rate product. LV dp/dt max, LV dp/dt
'V dp/dt min and cardiac output. The plasma levels measured during the study
(670, 505 and 310 ng/ml) at 30, 60 and 240 min respectively after dosing exceeded the
therapeutic plasma levels by a factor 89, 67 and 41. This high dose of prucalopride had
no sigmficant. consistent effect on the following cardiovascular parameters, monitored
throughout a 240 min observation period after medication: relaxation time constant,
stroke volume, total systemic resistance and the duration of the QRS. QT QTe Bazett
and QTc Janssen-intervals of the ECG. No effect of the compound was noted on the
duration of the PQ interval with manual analysis of the ECG. while the computerized
analysis showed a slight trend for a reduction (~10%), associated with the heart rate
increase. during the post medication period.
Cardiovascular  mstrumented  iv bolus 002,004 008, M Prucalopride induced an increase in systolic and diastolic blood pressure, which was no N101078
awake dog 0.16.031 statistically significant after injection of 0.04 and 0.08 mg/kg (plasma levels 5 min
mg/kg after 1v admimstration were 15 and 36 ng/ml. 1.e. 2-5x the therapeutic plasma
cumulative, concentrations). Consequently, the pressure rate product increased significantly after
every 30 mn the mjection of 0.08 mg/kg. Total systemic resistance mcreased significantly but
(total dose 0.63 transiently after injection of 0.04 mg/kg only. Apart from a brief episode of vomiting
mg/kg) in 3/7 dogs at 0.04 mg/kg iv. no behavioural changes were noted. Prucalopride had no
consistent effects on cardiac contractility and relaxation cardiac oufput, stroke
volume. coronary blood flow, ECG characteristics and heart rate up to the highest dose
tested (plasma levels 5 min after 1v adnunistration of 0.31 mg/kg was 174 ng/ml, 23x
the therapeutic plasma concentrations).
Cardiovascular  anesthetized iv. 0.02upto 0.16 6 Increases in heart rate were noted from a dose of 0.02 mg/kg upwards (plasma level no EDMS-
Pulmonary pig (juvenile) mg/kg 6.7 ng/ml). These responses were transient at 0.02-0.04 mg/kg. Maximal effect was PSDB-
cumulative, seen at 0.16 mg/kg (plasma level 80 ng/ml). Diastolic and systolic aortic blood 7025921
every 30 min pressure were also enhanced at 0.02 mg/kg 1v. but not at the higher doses tested. A Part A
(total dose 0.30 survey of the original tracmgs of the electrocardiogram shows absence of aberrant
mg/kg) supraventricular or ventricular ECG complexes during the experiments
Organ Species/ Method  Conc./Dases Sexand  Noteworthy findings GLP Study
Systems Strain of No./ compl. Number
Evaluated Admin. Group
Cardiovascular  anesthetized Lv. 0.16 up to 1.25 6 Changes in some cardiovascular parameters (increase i heart rate (max. effect +20%  no EDMS-
Pulmonary pig (juvenile) mg/kg vs. solvent, systolic aortic blood pressure (max. effect +9% vs solvent and diastolic PSDB-
cumulative, aortic blood pressure (max. effect +18% vs. solvent) were already maximal at 5 min 7025921
every 30 min after administration of the first dose of this series i.e. 0.16 mg/kg at a plasma value of Part B

(total dose 2 36
meg/kg)

70 ng/ml. Subsequent administration of higher doses remamed without effect
Prucalopride up to the highest dose (plasma level 757 ng/ml) did not affect systolic
and diastolic pulmonary artery pressure. L'V end-diastolic pressure, LV contraction
and relaxation. cardiac output, stroke volume. and systenuc and pulmonary vascular
resistance

The duration of the PQ interval, the QRS complex. the QT and QTcB. QTcF and
QTeVDW intervals of the ECG did not change significantly relative to solvent after
the various doses of prucalopride. A survey of the ECG tracings shows that no
aberrant ECG complexes such as irregular RR interval, supraventricular arrhythmias
and ventricular premature beats, ventricular tachycardia and ventricular fibrillation
occurred during the course of the experiments. Relative to solvent, normal P-wave
generation was observed in all animals that received prucalopride up to 1.25 mg/kg.
The blood gas and oximetry values and the concentrations of metabolites and
electrolytes obtained in both doses groups after the various administrations were not
significantly different from those obtained in the solvent group.

_23_



53. 5 - X - A} - v &3 A F

531. &%
e FE| R0938775 0.64mg(base eq)/kgZ &3 A L= A7 FAA ok5d, Ao AAol&&, =
25 F (N111732/1)

=
i)
2
o
=y
ox
>
o
ofo

- R093877& #9134 thAtE. FAAE A VdE 4.9 1/kge] &2 8% o3t

- BopE gAMAlE 2H o2 FHYSA BEHY iv B ATFFAA BT AZFBA 2H-60A =
< T=7F By

e HEO] 5mg UC-ZFZExo|lE i /kgo] &Fo g T3] JUlFoA F st ¢ 5

S 93 BTFAAN S 24 2 3E(N149366)

e E7]4] 0.31mg(base eq)/kg= R093877-5 ©3] A= 38 HF FolA] 53t g Ad) A o] &&

- R093877 Z 9 stAl thAbE. FA7deolA Vde 43 I/kgolar A B4 Aol &&2 5% ©]3}

e 2 9le HIE/N Ol 031mg/kg= T3] AFF A R0938779 5 =

e 7 Jfe A R108512(prucalopride succinate)E 2.5mg(base eq)/kg = R103451(N-oxide of
prucalopride) g 2.61mg/kgZ @3] AFFAA FFE

- R1034515 ATFAAl AA=E 5+ R10851200 HIske] w9 SEkE @ R1034512] AUCE R103451
7} R108512% 2] 0.9-22%E5 2HA|. o] R103451S ZAFF A Aol o3 R1085122 A= 7]
WZQl Ao R B o= AMFAAE it s Aom He

O

(o]

532 #X
o RO93877L 7 ©@uidEC] W2 Aoz Holv T3 Aol= A&
: 28.9+1.4% (A}, 10ng base-eq/ml), 26.8+1.5% (7}), 29.5+1.1% (572 HE), 30.7:05% (LA HE),
30.7+0.4% (TH vF-$-22), 36.3+0.8% (¥ A E7], 500ng base-eq/ml)
- blood to plasma concentration ratio : 1.6(AFH), 1.69(7N), 1.52(FZH HAE), 1.44(¢HA HAE), 1.39(v}

)
e 7 YPEA 14C-R108512S 5mg eq/kgZ T3] ATFAA FZF  EX(whole body
autoradiography)

® 5mg base eq/kg TFZAEIZgo]=9t I thALA S HAENX T3] AFFAA ZAHEE B By o
3 (whole body autoradiography)
- Bk, Bjol, fEoRe] ofd gk, da, fAdN el 2302 HE

53.3. WAL
o TA} B Fo 44 AEJL obd(AHE0l F2 MAHBE)
- AZOIA 2mg BY L BREN = S A60%It AB0AN SHYHZ
o JJALHZ scheme(in vitro TZA}R)

toi
I
oin

_24_



Figure 2.4-1: Metabolic Pathways of Prucalopnde in Mouse, Rat, Rabbit. Dog and Man In Vive. Newborn Mouse: Observation In Vitro Only
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o} R84 RO |BHX 6203 |9/ e mMEN 33
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(pivotal) 209 PBO) SOte. 2mg E02
B 4mg SO0z 20l
Qoo FHols 8
OhMA: 9ot D

0
10
M
=
>
=

_31_




oy | SEABEE ol gaen =02 =0 omxz | moae =
- (B15/M=D) ST THee JzH| T e =
ABRZ0l 22t =)
LEIOL S5, 2
A, 22 SOZ 0
St
Obd  BIHIEIXHPBO [18M  OIAEM, 2mg 2 4mg |12 |25tR A AS
Ol CHet OrMA|DB  |8HM  ®idl|od, po
o 254 RD | A 641% |92
PRU-USA-13 [PL  |(429 PRU,
(pivotal) 212 PBO)
Otd  HH|&XHDB,PB|18Al  OlAHZE, 4mg, od, po | 4% |23HAl
Ol het orEA|O, ObM  HH||
o &4 RD |3X 53%
PRU-BEL-6 |PL  |(27 PRU,
26 PBO)
§ Efficacy : IOIAHS 2t4 BiH|
24 [QAIA PBO [QAIMN [, 0.5, 1, 2mg,| 4F [25tH [0 & &t o[otEA: A=A O
As Lol DB |Y= 65M |od, po HHZEZSC(ABI20] =2 UE
BIHIE KA [RD  [01AHQ) Sel; Ol CHEH ®|Gol YAIRY, 8l
OLF A PL  |&ol BEE O} (040] LIEILH Al
PRU-USA-26 | & At PAC-SYM.|gi%i=.
894 PAC-QOL |2&4: ANEY E0
olatetE |20 I E0Z
2 d#Hl Zao ==
S, &o Ol e E
(EHAIR)
34 |PRU-INT-12 [PBO [65A1 Ol&t|img, 2mg, 4mg 4= [23H =Y 33 220 92
DB |9 <l oHelot o & olginA esstdon
RO |4 iHI# SCBMOl=s 1mgolM 1
PL  |Xr 3032 A= Elossias(ay 0t
(PLA 72, (;f’c, 150/ ETE B Bad
PRU  1mg & scaw|E BE UEE)
76, 2mg 0] BA13| Lol OkdHH T8
75, 4mg ola =JHAOIA otMotD Z
80) 5t B XH(%)|HLEAS. =2 0
s a2 S UGN
oot 0] 29 o
x2n oEE o4
B Q1 (9 A 2H)
PBO : 9IS%CHZE, DB : 0/Z%WZH, SB: YW RD: LEHE, PL Zaz CO: 1 &}
6.1.2. Efficacy
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6.1.3. Safety

Sy

o 3% YEAFATA QT/QTe Aol Ao HdG A5 HEAS @A tiste] ¢25=

)
UL EA gk

o ZEPETeolE dmgdl o WS WAEL AGHT ERES : TF, W2AL, AL BFo] 3
£3) e 8% BUAE Rolm(FF-FEE) oz dstel Tk Fuste 3¢ Aoy
AWHOT & WorH T AT Ao BoY

614. AEYA

e 2mgo} BlWA] dmgoll A o] dRES-o #F3 FUk= gle AoE Koy faAd & shde] gl

ong 48&%FS 2mge] B

o O T

6.125 AAAME - BY1 #F=x

62. 7t A B
62.1. ICH E5 & Do W& &9 54 Hrt

Less More likely Comments

ESPN;

-iOII

Pharmacokinetic Linear Non-linear |1~20mg 1€ 13 £0
OFSs T2t LIEHH

0.125~6mg H2EE FOHAl &8 45t
JaHUA &4

LMAIRNM 0.5~4mg/day2H0ll L2Z/H BY
. HE2A2 SHECZ KO6IH MHIRLD S
Pharmacodynamic Flat Steep 2210 2215 5119 210l glo1e
(PRU-USA-3).
. : 34 AMAIEZ UM E 2mglt 4mg2tll & &
Therapeutic range Wide Narrow A =00 So/5 X0| oS
Minimal Extensive MHLHOIA Al =2 HHZZ2IF Ot (Al Y
Metabolism Multiole Single pathway |[80] =2 HAHAZR)
athwpa s Genetic 2mg 3% L FAIAENH = S 2A60%I A
P y polymorphism |HUHIA SHAEZ 3 +&
Bioavailability high Low dREUA ZUMAOISEE 90%0| 4
YA 2 ~33%, &E™ = %
Protein binding Low High - o o=t 28~33% oA 66%t
A0 2LE
M =0 2HA HEEWA= A2 A
MASHE2 AN £ IS SHCHHAE
Eg Qolof SHEE 24=2 XS 2jst &%=
. . : ) ASHEHES2 WAL XS
Drug interaction Little High DDI RO I, CI=2 AL Z2HIUIAIE, Al D

EIE) &sXHE AU2L

HEDUES EEFUHA 2
30%%t 40% SIHAIE

0

A

, olelA=Z0t0l &l Dt

HAUEES
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Less More likely Comments
. , . T2 DYEZ FESHD U= 5-HT4 =2
Mode of action | Non-systemic Systemic Mol 2ot X SE== 24 5HA2
. ; , . HM2OAE0LD 2X XZHOIEZ 282 Jtsd
Inappropriate use | Little potential High . SE0l2 Xk K= HO }
Multiple Little High HIAIZE S 2&tH XI=0l A e
co—mediciation ¢ sd =20 AsHE d=2 8lsS

622. A FAEHS v

Sy 5t=(93%) OFAIOEHE & HAI(501YY) 2| = (pivotal) PRU-USA-11
B (PRU 48: 22t 45) (PRU 249: <12 252) (PRU 190: $12¥193)
18-65K S A BHl H0| Y= BA : F oA
012tel SBMS JHAILD At 3HE St 24 1/42] Al[18H OlA LHH ohd BiY] g
2001 OteHOl BAES 1 Ol4 UAAC BANBZA LE2|0| Y= #X : = 24l 0129
A3ely & o 6HEHO AISE00F &) SBME JIXD XL 6HE ot
CHAHEEXT —  very hard (little balls) and/or hard stools in more than 25% of BMs Z|A 1/49] Al2FOl Of2Hol =At2
— sensation of incomplete evacuation in more than 25% of BMs 190 OlAF QIQIE 3R}
— straining at defecation in more than 25% of BMs ey hard (little balls) aindior hard stiols fo¢ at least a quartec GE the stools:
— sensation of ano-rectal obstruction or blockade 1n more than 25% of BMs f:;?:;‘;;ff ﬁZEi?:: o ;;?:inqm:i:fgﬁl::;mmn“ e
— aneed for digital manipulation to facilitate evacuation in more than 25% of B
_ |NE=: mezzogolc 2mg ANEZ: EZRZZHZI0IE 2mg,
thatet= 5 4mg
HET: 21
BZEz: 9o
FOHEH L 1L 15 2mg, OtF A&, 122t &N 19 13 2mg £&= 4mgE Ot&
|2t Ale 1252t &
ANES 25.0% A& S 33.3% (2mg) ANES 28.9% (2mg)
?19f 9.9% ?12F 10.3% ?19f 13.0%
o = A *Z DHXH0I(%) 95%Cl *S D XH01(%) 95%Cl *Z DHXH0I(%) 95%Cl
aopoig | 16.1(1.8, 30.9) : 23.0(16.1, 30.0) : 15.9%(-24.0; ~8.0)
Gomgy [PEIME
U2FM) L 715 mopea: 125 0122201 S0 X9 331014 SCBMOI U= BIHHSXN IS
(%)
o 2XF Bt 42t =Y 33014 SCBMOI U= BXAH(BHEA HIE
OlafEtE HHMEN SF=|5S, 248, A 1, RUHIS8, &0t glgio] &M
FAGIAS. AMEAS F|SAE 2= 2%US
St 04 o k=
o 12 Dl
ZOLZD |5 e =
LIEFE (SAE 124 2
2.1%
*ZHIOAME T AE2 SIUS
OFAIOIEHE X XIS M LIEXNZOHAN LU Z2Z=Del0lEs S ZUE LIE
=510 UWASH 3M=2(EF, 532, &8=2)0A L2 s B/D S22A0AHE 2mg S0
TETT M A% HIRAl REE SWIF LEIGON ®H ZDQ SASHH LEIRSZ2Z & =0l
OlAH 2A=T2 LAANSEZUE 822 =F 0l B2 Jtsotttl Atz

1) 12+ B7bASF
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Figure 3:

Percentage of Subjects with 3 or More SCBMs Per Week During

Weeks 1 through 12 by Country/Region

(Study PRUCRC3001: Intent-to-Treat Analysis Set)

% Responders
-] -

g

n 13 158 153 45 48
Aunvmalia China-Chines South Korea

Treatment Growp O et PR 2ms

There were no responders in the Taiwan-Chmese subjects.

Study PRUCRCI00L

Output DEFF01A: Percentage of Subjects with

Enalysis Set: Intent-to-Treat

»=] BCEMs Per Week During Wesks 1-12 by Country/Regicom

————— Placebo ---- ---- FRO I mg ----
H n £ H o % Diff(a) (%) O5% CI(b) P-valuaic)
»= 3 BCEMs/week
weeks 1-12
Australia 21 1 4.0 1g 5 7.4 21.0 { 0.4, 45.6}) 0.034
China-Chinese 1t@ 20 12.7 155 6L 36.4 26.7 { 17.4; 36.0}) <0.001
South Forea 45 4 a.g9 20 12 25.0 16.1 { 1.3; 30.9) 0.040
Talwan-Chinese 12 o 0.0 13 L] 0.0 0.0 { 0.0 0.0
Thailand 16 1 6.3 15 5 33.3 27.1 i Gb.4; 53.7) 0.072
Figure 4: Between Group Difference in Percentage of Subjects With 3 or More SCBMs Per Week
During Weeks 1 through 12 by Country/Region
(Study PRUCRC3001: Intent-to-Treat Analysis Set)
All A J———
Australia =
China-Chinesa 7 ——
South Korea ———
Tatrwan-Chinesz L J
Thailand =
47 06 05 04 03 02 01 00 01 02 03 04 05 06 07
95% CIL PRU 2 mg minus Placebo
Favor Placebo Favor PRU 2 mg
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2) 234 WS B R 4% £ £ BT 33 o4 SCBMo| Y= B W& (%)

Figure 7:

Between-Group Difference in Percentage of Subjects with 3 or More SCBMs Per Week
During Weeks 1-4 by Country/Region
(Study PRUCRC3001 - Intent-to-Treat Analysis)

Allq

Australia

China-Chinese |

South Korea

Taiwan-Chinese

Thailand

—
L 3

[ —

—

04 03

Favor Placebo

0.2 -0.1 oo 01

T T T T
02 03 04 05

95% CI: PRU 2 mg minus Placebo

Favor PRU 2 mg

[#a]

1) PRU-INT-69] # &4

A5

PLA [ PRU 2 mg PRU 4 mg

Number of patients with an average =3 SCBM per week, n/N (%)

Run-in 2/239 (0.8) 2/236 (0.8) 3/237(1.3)

Weeks 1-12 23/240 (9.6) 46/236 (19.5)** 56/237 (23.6)***

Weeks 1.4 25/240 (10.4) 56/236 (23.7)%** 63/237 (26.6)%%*
Number of patients with an average increase =1 SCBM per week. n/N (%)

Weeks 1-12 49/234 (20.9) 86/226 (38.1)*** 94/213 (44.1)***

Weeks 1-4 ‘ 49/235 (20.9) ‘ 93/227 (41.0)*** 99/215 (46.0)***
Number of patients with an average increase =1 SBM per week, n/N (%)

Weeks 1-12 ‘ 89/234 (38.0) ‘ 145/226 (64.2)*** | 144/213 (67.6)**

Weeks 1-4 93/235 (39.6) 164/227 (72.2)*** 162/215 (75.3)***
Average SCBM per week. mean (mean change)

Run-in 040 04 () 05 ()

Weeks 1-12 1.0 (0.5) 1.6(1.2)%= 1.9 (1.4)=%=

Weeks 1-4 0.9 (0.5) 1.7 (1.4)**= 2.0 (1.5)**=
Percentage of BM with normal consistency. mean (mean change)

Run-in 2140 2320 239 ()

Weeks 1-12 33.7(12.6) 40.0 (17.4)* 41.6 (16.6)**

Weeks 1-4 32.0(10.9) 36.1(13.4) 39.9 (15.1)**
Percentage of BM with no straining, mean (mean change)

Run-in 178 () 155 () 179 ()

Weeks 1-12 14.8 (:3.5) 16.4 (1.0) 19.6 (1.3)*

Weeks 1-4 150 (-33) 188 (34)** 221 (3:8)***
Time to onset of first movement. median

First SCBM after Day 1 dose. hhomm | 493:00 I 113:00%** 49:07%%*

Number of patients rating treatment quite a bit or extremely effective. n/N (%)

Week 4
Week 12

36/227 (15.9)
39/209 (18.7)

65/215 (30.3)***
71/205 (34.6)***

72/209 (34.4)***
65/180 (36.1)***

Patient assessment on constipation severity”. mean (mean change)

Baselme 274 () 2.66 (-) 272 ()
Week 4 236 (-0.39) 1.84 (-0.82)*** 1.87 (-0.88)***
Week 12 2.39 (-0.31) 1.90 (-0.76)*** 1.82 (-0.92)***

Asterisks refer to differences with placebo. Levels of significance: * p=0.05; ** p=0.01: *** p=0.001
* None/absent={0; mild=1: moderate=2; severe=3; very severe=4

2) PRU-USA-11¢] #54 A%
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PSS P T LA ATERAS LS S A o & ATA AL Atd MORAS Frd LR A S A LS A AAALEE L G R

ITT Population PLA ‘ PRU 2 mg ‘ PRU 4 mg
N=193 N=190 N=187

Number of patients with an average =3 SCBM per week. n/N (%)

Run-in 0/192 (0) 2/189 (1.1) 27187 (1.1)

Weeks 1-12 25/193 (13.0) 55/190 (28.9)%** S4/187 (28.9)***

Weeks 1-4 19/193 (9.8) 61/190 (32.1)*** FO/187 (37 4)***
Number of patients with an average increase =1 SCBM per week. n/N (%)

Weeks 1-12 19/189 (25.9) 89/177 (50.3)"** ‘ 90/176 (51.1)*=*

Weeks 1.4 46/189 (24.3) 100/177 (56.5)*** 104/177 (58.8)***
MNumber of patents with an average increase =1 SBM per week. n'N (%)

Weeks 1-12 71/189 (37.6) ‘ 132177 (74.6)*** ‘ 115/176 (65.3)%**

Weeks 1-4 87/189 (46:.0) 149/177 (84.2)*** 142/177 (80.2)***
Average SCBM per week. mean (mean change)

Run-in 0.4(-) 0.5(-) 0.5(-)

Weeks 1-12 1.3 (0.8) 2.3 (1.9)%%* 2.4 (1.9)F*=

Weeks 1-4 1.1 (0.7) (2.1)**= 2.8 (2.3
Percentage of BM with normal consistency. mean (mean change)

Run-in 270D 238 () 241 ()

Weeks 1-12 35.1(12.4) 48.1 (23.5)*** 47.6 (23.1)***

Weeks 1-4 34.4(11.8) 44.9 (20.3)%** 45.3 (20.9)***
Percentage of BM with no straining. mean (mean change)

Run-in 23.4(2) 233() 21.1(-)

Weeks 1-12 23.8 (0.0) 23.1 (-0.7) 24.6 (3.5)

Weeks 1.4 21.9 (1.8) 23.7 (-:0.1) 26.7 (5.4)*
Number of bisacodyl (Duicolaxg) tablets taken/week. mean (mean change)

Run-in 22() 1.9(-) 18(-)

Weeks 1-12 2.0 (-0.0) 0.9 (-1.1)*** 1.1 (-0.7)**=

Weeks 1-4 1.9 (-0.2) 0.9 (-L.1)*** 0.9 (-0.9)***
Number of days with laxative use (bisacodyl [Dulcolax™ | or enema)/weeck. mean (mean change)

Run-in 1.0(-) 0.9 (-) 0.8 (-

Weeks 1-12 0.9 (-0.0) 0.5 (-0.5)*** 0.5 (-0.3)***

Weeks 1-4 0.9 (-0.1) 0.4 (-0.5)*** 0.4 (-04)***
Time to cnset of first movement. median

First SCBM after Dav 1 dose. hh:mm | 297:00 | 32:30%** | 25:06%%*

Week 4
Week 12

MNumber of patients rating treatment guite a by

t or extremely effective. n/N (%)

21/175 (12.0)
32/163 (19.6)

62/172 (36.0)***
53/155 (34.2)***

66/172 (38 4y **
58/159 (36.5y***

Patient assessment on constipation severity”. mean (mean change)

Baseline
Week 4
Week 12

27700
2.38 (-0.36)

2.26 (-0.45)

265 ()
1.69 (-0.97)***
1.82 (-0.81)***

2650
1.60 (-1.05)***
1.89 (-0.78)**

* None/absent=0; mild=1: moderate=2: severe=3; very severe=4

3) PRU-USA-139] &4 A=
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AULBULLIAL 3 YLUEULLES {050 =3 L AVE BSUALT ) 100 LAULLL B L AU BUE LU LAUELELPAE T L LAl S,

ITT Population PLA ‘ PRU 2 mg ‘ PRU 4 mg
N=212 N=214 N=215

MNumber of patients with an average =3 SCBM per week. n/N (%)

Rua-in 2/212 (0.9) 1/213 (0.5) 3/215 (1.4)

Weeks 1-12 25/207 (12.1) 50/209 (23.9)** 48/204 (23.5)**

Weeks 1-4 24/208 {11.5) 61/209 (29.2)*** 59/204 (28.9)***=
MNumber of patients with an average increase =1 SCBM per week. n/'N (%)

Weeks 1-12 57/207 (27.5) ‘ 89/200 (42.6)%** ‘ 95/204 (36.6)%**

Weeks 1-4 53/208 (25.5) 102/209 (48 8)*** 1054204 (51.5)***
Number of patients with an average increase =1 SBM per week, n/N (%)

Weeks 1-12 | 83/207 (40.1) ‘ 131/209 (62.7)*** ‘ 1497207 (73.0)***

Weeks 14 89/208 (42.8) 155/209 (74.2)**=* 167/204 (81.9)***
Average SCBM per week. mean (mean change)

Run-in 04(-) 0.4(-) 0.5 (-)

Weeks 1-12 1.2 (0.8) 1.9 (1.5)%*= 2.0 (1.5)%**

Weeks 14 1.0 (0.6) 2.1 (1L.6)*** 2.4 (1.9)%*=
Percentage of BM with normal consistency. mean (mean change)

Run-in 23.4(-) 21.64(-) 26.0(-)

Weeks 1-12 357(124) 41.7 (19.5)** 46.4 (20 1)***

Weeks 1-4 32.8(9.6) 385 (16.4)* 45.6 (19.3)***
Percentage of BM with no straining mean (mean change)

Run-in 20.0 (=) 23.04(-) 26.5 (-)*

Weeks 1-12 19.0 (-1.4) 26.6 (3.9)** 273 (1.2)**

Weeks 14 18.0 (-2.3) 28.1 (5.4)%=* IB.S (2.4)***
Number of bisacodyl (Dulcolaxz') tablets taken/week. mean (mean change)

Run-in 180 RN ) 220

Weeks 1-12 1.7(¢-0.1) 1.4 (-0.7)** 1.2 (-1.0)***

Weeks 14 1.8 (-0.1) 1.2 (-0.8)*** 1.0 (-1.2)**=
Number of days with laxative use (bisacodyl [Dulc olax%] or enema)/week. mean (mean change)

Run-in 0.8 () 0.9 (-) 1.0(-)

Weeks 1-12 0.7 (-0.1) 0.6 (.0.3)* 0.5 (-04)***

Weeks 14 0.8 (-0.1) 0.5 (-0.3)*** 0.4 (-0.5)***
Time to enset of first movement. median

First SCBM after Day 1 dose. hhomm [ 311:00 [ 54:50%** [ 46:15***
Number of patients rating treatment quite a bit or extremely effective. n/N (%)

Week 4 29/199 (14.6) 71/200 (35.5)*** 61/196 (31.1)***

Week 12 37/184 (20.1) 75/193 (38.9)%** 67/181 (37.0)%**
Patient assessment on constipation seventy”. mean (mean change)

Baseline 2.69 (-) 2.85 () R

Week 4 2.34 (-0.36) 1.94 (-0.92)**> 1.78 (-0.93)***

Week 12 230 (-0.37) 1.86 (-0.98)%** 1.90 (-0.80)***

Asterisks refer to differences with placebo. Levels of sigmificance: * pe.05: *= p=0.01; *== p=0.001
* None/absent=0; mild=1: moderate=2: severe=3; very severe=4
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