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% 2. TSR EAREOR -5/ OEEH
gO7zl-v— SO7zlT  S07zl7

R=RI(DEE TSR 125 mg* — — £2TOHLO7
5 {N = 138) (N =138) 250 mg 500 mg xlv—
(N = 54) (N=47) (N =239)
TSR EARBICB T AT AREL DAL DOER 10
Hi) 14 (10.1%) 9 (6.5%) 2 (3.7%) 1 (2.1%) 12 (5.0%)
L 124 (89.9%) 129 (92.5%) 52 (96.3%) 46 (97.9%) 227 (95.0%)
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oo7zbe— Hn7xzl~¥  SOvzlv—
TSR 125 mg* — 500 mg
(N=138) (N=136) 250 mg (N = 46)
(N = 54)
BRI |
FEEE - n/Ni (%) 1/50 9/44 (20.5%) 5/54 (9.3%)  9/46 (19.6%)
(2.0%)
ABROERITSER) 18.5% 7.3% 17.6%
Fr 1 97.5%® CI (1) (6.0%, % -1.7%, %  (5.3%, %
Frifl p fEGHTS5148) [1] 0.0019 0.0563 0.0024
HAHE&HE
B&E - n/Ni (%) 11/138 24/136
(8.0%) (17.6%)
BROETSER) 9.6%
Fri8l 97.5%® CI (1) (1.2%, )
F A p BT S51ER) [1] 0.0096
# 3a; IVRRAVMEERIGE OB ERE
EREEISE S | BRERE S R0
DicEE ERESE =
R—RTAIN5
& DEHEE(>= | N—ATAUDL0 | HEE-ERE
£ H DR SD) TZE{b(+SD) =1 p &
18
EHOKMEE -1.75 (0.901) -0.51 (1.296) -1.24 <
0.0001
EROEEE" -1.08 (0.589) -0.19 (0.381) -0.90 <
0.0001
EHOELMEC -0.41 (0.851) -0.11 (0.493) -0.30 0.0217
g o -2.97 (2.299) -0.75 (1.908) -2.22 <
0.0001
Fi{EgEe -1.48 (2.007) -0.43 (1.867) -1.06 0.0144
EROEOEE -1.13 (1.299) -0.31 (1.810) -0.83 <
0.0001
E2E
BEOKEE -2.03 (1.184) -0.53 (1.392) -1.50 <
0.0001
BHOERE" -1.14 (0.672) -0.17 (0.379) -0.97 <
0.0001
EHOEEE° -0.61 (0.701) -0.12 (0.494) -0.49 <
0.0001
)38 ¢ -2.79 (2.418) -0.79 (2.014) -2.00 <
0.0001
FofEsx e -1.71(2.071) -0.44 (1.982) -1.27 <
0.0001
EEOFEOEE -1.18 (1.331) -0.34 (1.851) -0.83 <
0.0001
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w38
HRHOKEE -2.00 (1.280) -0.65 (1.408) -1.35 <
0.0001
SR0EHE"D -1.20 (0.734) -0.22 (0.382) -0.98 <
0.0001
ERANEHEC -0.51 (0.668) -0.17 (0.517) -0.34 0.0016
Em o -3.41 (2.215) -0.98 (2.253) -2.43 <
0.0001
KiEskEt e -1.65 (2.228) -0.64 (2.121) -1.01 0.0015
EEOEOHEE -1.20 (1.314) -0.41 (1.992) -0.79 <
0.0001
w48
EBOKERE -1.89 (1.058) -0.68 (1.430) -1.21 <
0.0001
EROEFEE"® -1.07 (0.645) -0.24 (0.410) -0.83 <
0.0001
SROEREC -0.48 (0.658) -0.19 (0.533) -0.28 0.0058
)8 % ¢ -3.11 (2.411) -0.99 (2.166) -2.142 <
0.0001
Ffgigezs e -1.75 (2.140) -0.57 (2.085) -1.18 <
0.0001
BEEOBEOEE -1.07 (1.086) -0.43 (2.039) -0.64 <
0.0001
a 1 ERCEBELER. EOEICE L2 BOKEEEEESI-,
b BEHEOKEL.FMEORICSITI<4DEEOERERITEERSN,
¢ BHBERUTFREBRAD7.0=4L,1=8E. 2=hEBERU =8,
d PABREFRECH 1 8MH-YOBH=T"A/B THY. A=1 BRiIcyaEE=L - RTHY. B=12

I sElL B8 CH D,
e AEEXZ£FLE1EMS-YORBAH=7"A8 CHY. A=1 BRI KEEE4E8LEHETHY.

OO oOooo

B=1 @RI EHEEL-BHTH S5,

-y

p X, &S LFICEEDHELRT 50000V IBRHEE M.

ooooao
000040 000000000000000D0OO0O0OO0DOOOO0ODOOOODOOO
OoOos500mg0 1020 00 000000000000 DO0O0O0ODODODOODOODOOD
ooooao
0Oo0ao
£ 4 TSR RARBICBITAREEEEZA T HEOE
07z~  HOTzlLv— HOTzLT—
vk o 125 mg* 250 mg 500 mg

&L B0 (N = 138) (N = 136) (N = 54) (N = 46)
EZPE |
HROE N =50 N =44 N =54 N =46

0sEHE 43 (86.0%) 32 (72.7%) 41 (75.9%) 25 (60.9%)

13EE 6 (12.0%) 2 (4.5%) 8 (14.8%) 9 (19.6%)

288 2 (4.5%) 2 (3.7%) 4 (8.7%)

3AH 4 (9.1%) 2 (3.7%) 4 (8.7%)

438H 1(2.0%) 3 (6.8%) 1 (1.9%) 1 (2.2%)
sa7zbe—xd 7SR

FuXLt 2.41 2.02 4.21

95% ClI (0.84, 6.87) (0.74,556)  (1.56, 11.33)

p & 0.1011 01727 0.0045
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000005 00000000000000000D0D0D0O0D0DD0O0O0O0DDDO0OD
0000000000000 O0O0D0ODDO0OO0DD0DDO0OO0DDDOODOODODDaO
OopoDoooo
oooaOo
5 TS EROBENERRICE TS, ANOBRREREZE T 28R
ST lLe— So7zl.v— A7zl vT—
) 125 mg* 250 mg 500 mg &TOYATxL
TSRO BRERF (N =219) (N =68) (N =50 7—
DEES n (%) n (%) n (%) (N =337)
n (%)
1/MBE 87/218 (39.9%)  19/68 (27.9%)  14/50 (28.0%)  120/336 (35.7%)
2HEBEB 00/208 (47.6%)  31/60 (51.7%) 19/4B (39.6%) 1409/316 (47.2%)
3MEE 111/198 (56.1%)  30/58 (51.7%) 17/47 (36.2%)  158/303 (52.1%)
AHEEB 99/178 (55.6%)  27/54 (50.0%) 20/44 (45.5%) 146/276 (52.9%)
5MEE 00/155 (58.1%)  30/53 (56.6%)  17/42 (40.5%)  137/250 (54.8%)
ODo0O0O0o
0000060000000 DDOOODODOOODDOOODODOOODDOGBOOOOD
0D00D0S500mg0 00 250mg0 1020 0000000000 125mg0 10 20 O O O 250mg0 1
0200000000000
OD0O00D
Ooo0DaOo
%6 TSUARRRARBICEAEREREETETIXNRDOESE
407zL3v— YO7rlbv— SO7zlv—
TSR 125 mg* 250 mg 500 mg
(N =138) (N = 136) (N = 54) (N = 46)
EREE |
RRESE - NI (%) 11/50 (22.0%)  14/44 (31.8%)  20/54 (37.0%)  23/46 (50.0%)
L R L D A a2 30)) 9.8% 15.0% 28.0%
£
Fri8l 97.5%M CI 1] (-8.1%, %) (-2.6%, * (-8.8%, %)
B8l p 5 FS54) [1] 0.1412 0.0470 0.0021
HAaEhe
GEE - n/Ni (%) 49/186 53/136
(35.5%) (39.0%)
TSRt A B BRO 3.5%
&
Fr i 97 5% CI [1] [-5.0%, %)
FriEl p fEGE 7 584) [1] 0.1428
OooDoooo

goooovyoooooboooboboooooboooobboooooooobobooao
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L0777 sO7zbv— 4a7zL7—
125 mg* 250 mg 500 mg
LBy (N =219) (N = 66) (N = 50)
OMA 69 (31.5%) 25 (36.8%) 25 (50.0%)
1A 31 (14.2%) 6 (8.8%) 4 (8.0%)
2ME 19 (8.7%) 10 (14.7%) 4 (8.0%)
3IMEB 29 (13.2%) 7 (10.3%) 3 (6.0%)
AMmB 25 (11.4%) 10 (14.7%) 4 (8.0%)
5MA 46 (21.0%) 10 (14.7%) 10 (20.0%)
ooooon
goboboosgoooooooooooooo0ooob0 oo oooDoboooooooOoao
1 e I R R W A A M A
goobobobobobobobooooo

ogogoao
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£ 8 ISURABBRBIIST DABNOBFGEEET SRROELE

STl v— SO7xlv— 207l T~
To5ER 125 mg* 250 mg 500 mg
AFERNSTUTA)BFR {N=83) (N = 84) (N = 44) (N = 38)
E&RE |
MEE-n/NI (%) 0/36 {0.0%) 7131 (22.6%) 3/44 (6.8%) 8/38 (21.1%)
22.6% 6.5% 21.1%

ik 7 o s AN 3ot =37))

=

[95% CI] [7.9%, 37.3%]  [-0.6%, 14.3%]  [8.14%, 34.0%]
TS5timebf-piE 0.0030 0.2481 0.0053
[
Hasht
FEEE-nNi (%) 6/83 (7.2%) 19/84 (22.6%)
FoREEA AR 15.4%
=
[95% Cl] [4.9%, 25.9%)]
p IEGR TS ) [1] 0.0083
SO07ziv— 407zIL3— LAzl v—
TSR 125 mg* 250 mg 500 mg
AFEth (N = 55) (N =52) (N = 10) (N=28)
FRIE 1

REE - n/Ni (%)
TSbREtATAERO
=

[95% CI]

TotREEA - plE
1

HAEHYE
GEE - niNi (%)
TSR IRED
&=

114 (71A%) 213 (15.4%)

2/10 (20.0%) 118 (12.5%)

8.2% 12.9% 5.4%
[-15.6%, 32.0%) [-15.4%, [-21.2%, 32.0%]
41.1%)
0.5956 0.5504 1.0000
5/55(9.1%)  5/52 (9.6%)
0.5%
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000000000000 O0O0OoO
000 (p<0.05)0 00000000

[95% CI] {-10.5%, 11.6%]
p {8 (R T 5R) [1] 1.0000
EEBERREE 4 BROHHFRMER OS> 0 EdES 2 BFEIC 1 BEHY 2 AOKEELER
shi=,
EESEL BESNL-NZOMITORAELE, NHHIEDINTS,
gooooao
ooon
ogoon
mgl O O 500mgl O O 0O0ODOOOOOO 500mgd
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O0O0(<O0.035) 00070 0000000000 OO0O0ODUOoODODOoOoO0DOoDOooODOO
ooobODDbOOo3wmoOo0Db000000a0

ooooao

OO0O0oO0ooendO0DO0O0OOOaD125mgd 250mgd O O 500mg(1l0 20 O p-o-)O HIVO O OO
uogobbooooboooobboooobooooonn

ooooaon

ogd

&9 HhoFRIUE

oo ooooogogooQg

BERGEEETANEOES = 10
TS5tk IRYzLv— HO7zILbv— Sa7zlbv—
{(N=138) 125 mg 250 mg 500 mg
(N=138) (N=54) (N=486)
EXPE 1
=2 1/50 (2.0%)  9/44 (20.5%)  5/54 (9.3%) 9/46 (19.6%)
BEOE 18.50% 7.30% 17.60%
ERPE 2
SEE 10/88 (11.4%) 15/92
(16.3%)
BEOZE 4.90% 20
HAEDHE
[EE 11/138 (8.0%) 24/136
(17.6%)
BEOE 9.60%
Fri8l] 97.5%0 CI [1.2%, =)
Fr8l p {87 54H) 0.0096
* 4 EMTSEARNBHMEOIB0 22 BIZ <2 O KE BMAR
30
00000
ODD001000000000000HIVODOO0OO0ODDODOODDOOODODOOOD
0D00000D00000D0000D10000000000000000000000
0000000000000 00D00000D00000D00000000000O0O0an
0001000000000 0000p0000D0000DD0DO0OO0OO0ODDOOOC@OO0D
0OD125mgd0 1020 0 0000)000O000D0D0O0O0O0ODODOODODODOOODOOOO
0000000000000 00D00000D00000D00000DO0O00OO0OD0O0Oan
OD00000D00000D00000000000000000125mgd 10200000
0000000000000 0000O0000
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oo0o0o0an
£ 10. AOHETRMBRUR—ITA A =D R -5

407zL7— 125mg

TS5t (N=138) (N=136)
R B
FHEE - n/Ni (%) 9/116 (7.8%) 22/115 (19.1%)
TSRt R IR OE 11.40% 10
[95% Cl] [2.7%, 20.1%]
TSRétE Rt p {E 0.0124
TR 2ctE
FREE - n/Ni (%) 2/22 (8.1%) 2/21 (9.5%)
TSR A t-AREOE 0.40%
[95% CI} [-16.9%, 17.8%]
. . 20
Wik o Nl Ry el R ] 1
* BRERIGEE, 4 B0 HHEBEO S50t 2 BRI- 1 88 H U <2 BhkiE
EEEEZEI, DRERER,
Ooooo0oao
010 0000000000000 00000000000OHIVOODODOOOOHIVOD
0000000000000 O0OOODODO(HAART) DD ODOO0O0O0O0O0O0O0O0O0O0O0O00O0
0000000000000 000000100 000 250mgd 01000mgd 0000 OO0
10000020mgU 000000010000 0500mg0 000000010 00 O O 1000m
g0 0000000100000 125mg0 200 000000100000 250mgd 20 O 0O O
OoO0o0oO0oOoil100000s00mg020 00 0000000000000 30
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= 11. ARFHFHRUA~RSA U ERICH28R- T 07 7—ERERIORER*

FS5+ER (N=138) 407zl ?— 125mg

(N=136)
A== T ETO Pl DER-HY:

JEEE - niNi (%) B6/97 (6.2%) 15/86 (17.4%)
TStRELATAROE 11.30% 10

[95% CI]

TomRE A - p (B

{1.9%, 20.6%]
0.0204

A== EBTO Pl OFER-ZL:

&S - niNi (%)
ToREEAIAROE

5/41 (12.2%) 9/50 (18.0%)
5.80%

[95% Clj [-8.8%, 20.4%)]
FSfRétE = p{E 0.5638
BRI EIL. 4 BEOMATHEEM D SENLHEE 2 BRIC 1 BEh-Y=2 BOKEFLES 20

shitz, ARERER,

ooocooao
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BREREM

KE BM/B

EE8ERADT
5B OIS RE
ThE O &H-T-85/E

KELFEHLBRE
BM/ i

+125mg EF SR ORBITEBEOEA LG

ERBE 1:500mg A FSEREEATHEBNE N

{(-0.91/83%#-0.62/8 . p=0.0713)

+125mg NS SARELE R THBIZHET 5(-0.35 #-0.25.
p=0.0168)

+125mg LTS5 R ORITABROEAEL

BRI 1. 7S5t &< F 125 mg (-0.35 3-0.13. p = 0.0170)

125 ETSEROBIEBROEA L

+128mg LSRR CEUIED #(-0.96 #1-0.55. p=0.0643)

+125mg LTS DMBITAROENGL
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£ 13. T EAROBWRICH T AREGERZELE T AR ReERTaRER

B et TS5t 407zl7  4HO07zLv HOJzILv—
(N=126) — — 500 mg
125 mg 250 mg (N=12)
(N=99) (N=15)
1mBB IEEE - n/Ni (%) 11/126 36/99 3115 2/12 (16.7%)
(8.7%) (36.4%) (20.0%)
F XLk (95% CI) 0.17 10
{0.08,0.32)
p E(PC DT StRétt <,0001
~fz)
2R HE EE - n/Ni (%) 42/95 8/15 2/12 (16.7%)
(44.2%) (53.3%)
A X H(95% Cl) 0.12
(0.06,0.24)
p E(PC DTS5t Lk <.0001
~T1z)
3IMAE GEH - n/Ni (%) 48/89 5114 2/11 (18.2%) 20
(53.9%) (35.7%)
A X (95% Cl) 0.07
{0.03,0.15)
p {E(PC OFStAiEtt <.0001
~f=)
4/,AR IHEE - n/Ni (%) 43/77 5/13 2/9 (22.2%)
(55.8%) (38.5%)
A X Eh(95% Ch 0.07
(0.03,0.15)
p fE(PC OFStristt <.0001
~f) 30
SmBE &L - n/Ni (%) 37/67 6/13 1/8 (12.5%)
(55.2%) (46.2%)
# X (95% Cl) 0.07
(0.03,0.18)
p E(PC OFStfsth <.0001
~f=)

VARRUERAONBEER T /T A A HEEH LB BEER U pEDL,

gooooao
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oo0o0o0an
= 14. BREGESEET 508"
ABRERES Whv i H07zLT— HO7zbv 4#07xi-7— 500
(N=138) 125 mg — mg (N=48)
(N=136) 250 mg
(N=54)
ERTE 1
EE 11/50 (22.0%)  13/44 (31.8%) 20/54 23/46 (50.0%)
(37.0%)
BEDE 9.80% 15.00% 28.00%
BBl 2
s 38/88 (43.2%)  39/92 (42.4%)
BEOE -0.80%
HAHEHE
SEE 49/138 (35.5%) 53/136
(39.0%)
BEOE 3.50%

* 4 BE O HFERER OS5 2 ED 2 BMIZHE N T<4 OERERDT
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00000
% 15. EELECCHREERTIHE

REUETERER
15, n (%) IS4 o0zl 07zl 207z 2TOIO7
(N=137) ~— 125 <— 250 <— 500 ool P L
mg mg mg (N=42) {N=226)
(N=130) (N=54)
R—2ASAHIOEE 35 (25.5%) 34(26.2%) 18(33.3%) 13(31.0%) 65 (28.8%)
ECG&IR’
QT fEif@(msec)
R RS54 £450 T>450 2 {1.5%}) 4 (3.1%) 1 (1.9%) o 5 (2.2%)
R—RZS1 =480 T>480 1(0.7%) 0 1{1.9%) 0 1(0.4%)
R—RTA =500 T=>500 0 0 1(1.9%) 0 1 (0.4%)
R—R A EDTEL 30~ 9 (6.6%) 4 (3.1%) 6 3 {7.1%) 13 (5.8%)
60 {(11.1%)
R 2SS DEAL>60 4(29%) 1(08%)  2(3.7%) 0 3 (1.3%)
QT faFs# 7 EFH# E (msec)
R—R5 42 2450 T>450 2(1.5%)  4(31%)  1(1.9%) 0 5 (2.2%)
R—ATA s 480 T>480 1(0.7%) ] 1(1.9%) 0 1{0.4%)
AR—R T =500 T>500 0 0 1(1.9%) 0 1 (0.4%)
R—R S NS DI 30~ 7(5.1%)  4(3.1%) 6 3(7.1%) 13 (5.8%)
60 {11.1%)
R—ASA a0 EE>60 4 {2.9%) 1 (0.8%) 2 (3.7%) 0 3 (1.3%)
QT FEiFE Fridericias 4 1E (msec)
R—2RA7 422450 T>450 6 (4.4%) 1(0.8%) 2 (3.7%) 0 3 {(1.3%)
A2 542 =480 T>480 1(0.7%) 1 (0.8%) 0 0] 1 {0.4%)
R—RF =500 C>500 1(0.7%) 0 0 0 0

R—RSAUHEDELL 30~ 3(2.2%) 5(3.8%) 2(3.7%) 1(24%) 8 (3.5%)
60

R—AZA I EMEAE>60 4 (2.9%) G 1(1.8%) 0 1{0.4%)
QT P8 Bazett ##1E (msec)

A—RATA 2 5450 T>450 8 (5.8%) 4 (3.1%;) 2 (3.7%) 0 6 (2.7%)
NR—R 542 5480 T>480 2 (1.5%) 2 (1.5%) 1{1.9%) 0 3(1.3%)
R—RAZ42 =500 T>500 2 (1.5%) 0 0 0 0

R—RFA 0L 30~ 7(5.1%) 8 (8.2%) 3 (5.6%) 1(2.4%) 12 (6.3%)
60

R—ASAUHENDEIL>60 3(22%)  1(0.8%)  1(1.9%) 0 2 (0.9%)
gooooao
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# 16. d-IBS OEREIZEITLBEHEME EELLIh-2TONR
s%ET P2.R.DB. PC. dBS OAEICE LA ERENRE
P HOTILT—0 125, 250, 500mg O 1 B 2 BXIEFS5tHE 12 580
N: 125 mg: 62, 250 mg: 60. 250 mg: 62, 77t 61
TR EROEEE
R ROME Foundation MEZ: ' 1MhAB=26%
BEA L 125mg DFE 2/ HE=9.0%
3IMAE=10.7%
IMBARsEER AV 1.861(0.78, 2.92)
FDA DEE ? 1A B=06%
BEA ., 125mg ORE 2MBHE=22%
3MAE=-4.4%
IMAREEAVIH 1.09 (0.54, 2.20)

"ROME Foundation EHED 1 BROEEE FREDEICETAEEEKEEEETIAHA
<25%THENF. [FEROFT 1.1 (ZH T
‘FDA @R EOEEONEE 1 BRI ERERERDT <4 25T LHRE=EEE)
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goooano

= 17. d-IBS OAEFEICHITA2BEHENE
EELLESN - TOEER

&Eh P2.R.DB. PC. d-IBS QBRI ITIRETENE
B £07xlv—d 125, 250, 500mg O 1 B 2 AXIE7S5t4R% 12 80
N(125mg & 125 mg: 46, 7S5t 46
)
IRARA k- HEHOEEE
e ROME Foundation DEE ' 1A E=65%
BREEA . 125mg DBE 2 MAB=10.8% 10
3MAB=10.8%
3MAMeEAvX 1.88 (0.87, 4.06)
FDA OFES: 2 1MAB=2.1%
BEA.125mg DRAE 2MAB=22%
3NABE=-44%
I ARREKAVXLE 1.20 (0.52, 2.75)

"ROME Foundation EE1E® 1 BREIDGES MEORIZBITARERITKIFEEZETHH
HM<25%THANR, (TROT 1.1 128D,

*FDA BEREOSBEORES 1 HRCFHERERDT <4 EHTIRARE=KIER) 20
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gaoogao

3 18. =114 d-IBS DREOHD B EGETE
FEER{LShE-2TORE

ot P2.R. DB, PC. &tkIZ351T5 d-IBS DAED -0 BB FEEF
patii PR7ILR—@ 125mg @ 1 B 2 @XIETS5ER
# 12 18/
N: 125 mg: 120, FS+R: 120
TURRA b EROEHE "
ER: THA (N = 125 mg (N = 120) piE
120)
1/AB 66 (55.0%) 75 (62.5%) 0.2316
2/ BE 61 (50.8%) 82 (68.3%) 0.0059
3MER 65 (54.2%) 79 (65.8%) 0.0662
3N AR2E: Aw Xt 1.67 (1.03,2.70); p = 0.0357
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000000000000 000O0000O0000O0d-1BS0000000000000
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=19 A 08
£zl 7—500mg E
i WAL i —X
ATV —XIEHE (n=42) (n=43)
T, &
FEH=S0) 38.9(7.6) 41.0 (8.8}
g 36 40
Min., Max 27,55 21,60
£5E. n (%)
B 41 (97.6)) 42 (97.7)
ik 1{2.4) 1(2.3)
A&, n (%)
8A 26 (61.9) 32 (74.4)
STUTFAIHR 7(186.7) 6 (14.0)
FIUHRTAIAA 7(16.7) 5(11.8)
it 2(5.0) 0

BEEEATT=ABER. Max=FX. Min=8/, SD=Z%(EE
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£ 20:A—ASA L THEEE:OTT £M)

207z 7--500mg £

OoooOooooooooooOoood
OoOoooooDoooooooogodg

e TSR —-x
HFT)—RITHEt (n=42) (n=43)
HREHORADEERI——170 RB)® 24 BRI HITAIEERE. #/8
iy (+SD) 5.6 (2.9) 4.6 (2.5)
thaLfE 5 4
Min, Max 1,6 0, 10
AREFORZRNO/REAI—ZF0 RN 1 B0 EERE. /8
) (+SDY 5.5 (2.9) 5.1 (2.3)
gl 6 5
Min., Max 1,15 2,10
THIOEEE, n (%)
BEE(3~4 BOE/R) 10 (40.0) 15 (57.1)
hERE(5~8 EOE/R) 13 (52.0) 8(30.8)
BEECIROERA) 2 (8.0) 3(11.5)
EITT=5FER. Max=&X. Min=f/M, SD=18%EE
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ooooag
R2UEEZOELL
SO07rlLv—
TSR 500mg X p (&
ABRBELAR (n=42) (n=43) (® TS5y
R—RAS51 2 DEE ()
EHy (+SD) 730.9 (720.14) 861.3 (604.67)
oL 547.0 707.7 0.3832
Min., Max 206, 4701 220, 3407
R—2ASAIVDEEROHTI)—.n (%)
{£(=740 g) 28 (66.7) 24 (55.8)
E(>740 g) 14 (33.3) 19 (44.2) 0.2725
FEEEDEILA—RSAH5 4 BE(Q)
Ty (£SD) -192.4 (381.57) -401.3 (531.65)
R -232.8 -267.5 0.0335
Min. Max -1319, 683 -1815, 854

OooOoooooooooobooOooOood
Ooooooooooooogooodg

OooooooogoQgooao

BEEEITT=/8FER. Max=8 K, Min=&/), SD=18%{FE

an—2SAFHLEED p Eik. HEHELTHHPOERNDI—BIEEBHRETLIZLL LD THD,
R—RZAVERELEO p {EiZ, EEHELTHNDOERLDS CMH RERIZ L2350 THD, i#EE
ERU pfEiE, BIZLE-ERGAR. 9P A—AS1 0 ATFI—([E=FBER(ZHBL\TS740g HF
ETHY. >740g @ THO)RPABBREA—RSA U ATI—EDEEER(P EA>0.15 DES.
HEEROERITIEENLTH 2 EERANS, A—ATA VRSO ERIZDNTO— B LERET
WIZEBDEDTHD,

0oo0
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00000
R22EEEEE
STz Lge
TSR 500mg E—X piE
AlREELRR (n=42) (n=43) (BT ®R)®
R—RIAOEBEEH LKEESEE. 28F/8
Ty (+SD) 4.8 (2.12) 4.9 (2.58) 0.9933
oh B {iE 4.0 4.0
Min., Max 3,12 2,14 10
R—AZADEZEBEDAFI—. n (%)
E(=5/8) 30 (71.4) 32 (74.4)
B 5/8) 12 (28.6) 11 (25.6) 0.7847
EEEHEEOELA—-ZS/UhD 4 BB BEER
FEy (+SD) -2.1(1.94) 2.8 (2.23) 0.0060
o {E 20 -3.0
Min. Max -6,4 -11, 2
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A. CLASSIFICATION OF SUBJECT MATTER

USPC - 5141456, 451, 449

IPC(8) - AB1P 1/00, 1/12; ABIK 31/205, 31/352; ADIN 37/30 (2013.01)

According to International Patent Classification (IPC) or to both national classification and [PC

B,  FIELDS SEARCHED

USPC: 514/456, 453, 451, 449, 183, 1 :

Minimum documentation searched (classification system followed by classification symbols)
1PC(8): ASIP 1100, 112 AG1K 317205, 31/352; AN 37730 {2013.01)

Decumentation searched other than minimum documentation o the extent that such documents are included in the ficlds searched

interactions’

Electronic data base consulted during the international search {name of data base and, where practicable, search terms used)

MicroPatent (US-Granted, US-Applications, EP-A, EP-B, WO, JP, DE-G, DE-A, DE-T, DE-U, GB-A, FR-A); SclanceDirect; Pubmed;
Google; Google Scholar; 'HIV ' 'HIV associated diarrhea', "highly active anti f

viral therapy', er, 'SP-303,' ‘crofelemer drug

C. DOCUMENTS CONSIDERE.D TO BE RELEVANT

the priority date claimed

Category* Citation of document, with indication, where sppropriate, of the relevant passages Relevant to claim No,
X US 2012/0184605 A1 (FORBES, W et al.) July 19, 2012; paragraphs [0032), [0039], [0054], 19-21, 23/18-21,
— [0101]; Claims 1, 6, 8, 11-13 24/19-21, 26/49-21,
Y 26/19-21, 27/19-21,
28/19-21, 29/19-21,
30/19-21, 31A19-1,
32/19-21, 331921,
34/19-21, 35M19-21,
36/19-21, 37A18-21,
38/19-21, 39/19-21,
40/19-21, 41/19-21
1-17, 231117,
2411-17, 25117,
26M1-17, 27117,
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3117, 311417,
32/3-17, 33117,
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361-17, 3TN1-17,
38/1-17, 39117,
400117, HN-17
}X{ Further documents are listed in the continuation of Box C. D
*  Special categ of cited d “T* laterd 1 published afier the inter | filing date or priority
“A™  document defining the general state of the art which is not considered date and not in conflict with the applic; but cited 1o 1
1o be of particular relevance the principle or theory underlying the invention
“E” earlier application or patent but published on or afier the intemational < g of particular relevance; the claimed inventien.cannot be
) filing date considered novel or cannot be considered to involve an inventive
" ‘dpceﬁmenm!glslhm;ly thrgluy dqml:tfi on prI!'orily “:'.‘lairrvl(s)'nr whicl-;l;s step when the document is taken alone
cited to ] e publication date of another citation or other  wy ; . : f f
Epcia vwon (s spoced) ¥ e of paricls releanec e clamed inion ot e
“Q" ' document referring to an oral disclosure, use, exhibition or other combined with one or mere other such documents, such combination
means being obvious to a person skilled in the art
“P"  document pubtished prior 10 the international filing date but later than  «g»  gocument member of the same patent family

Date of the actual completion of the international search

10 July 2013 (10.07.2013)

Date of mailing of the internitional search report
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Name and mailing address of the ISA/US
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P.O, Box 1450, Alexandfia, Vinginia 22313-1450
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Form PCT/ISA/210 {second sheet) (July 2009)




(73) JP 2016-505561 A 2016.2.25

INTERNATIONAL SEARCH REPORT [nternational application No.
PCTIUS13/32395

C (Continuation).  DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Refevant to claim No.
Y US 7928115 B2 (FORBES, W et al.) April 19, 2011; column 31, lines 1-2; column 61, fines 1-17, 231117,
55-67 to column 62, lines 20-45 241117, 25117,

261-17, 27117,
28/1-17, 289117,
30/1-17, 31117,
32/1-17, 331-17,
34/1-17, 35117,
36/1-17, 37117,
38/1-17, 391117,
401117, 41117

Y US 2011/0158242 A1 (WEBER, O et al.} June 30, 2011; paragaraphs [0150), [0154] 414, 23/4-14, 244-14,
25/4-14, 26/4-14,
27/4-14, 28/4-14,
29/4-14, 30/4-14,
31/4-14, 32/4-14,
33/4-14, 34/4-18,
35/4-14, 36/4-14,
371414, 38/4-14,
39/4-14,. 40/4-14,

41414
A HOLODNIY, M, M.D. at at. A Double Blind, Randomized, Placeto-Controlled Phase 1l Study To | 1-17, 19-21, 23-41
Assess The Safety And Efficacy OF Crally Administered SP-303 For The Symptomatic
Treatment Of Diarhea In Patients With AIDS. The American Joumnal of Gastroenterology.
1989. Vol. 94, No. 11, pp 3267-3273. ISSN: 0002-9270.
A MANABE, N at al. Emergin Pharmacologic Therapies For Irrltabla Bowel Syndrome. Curr 1-17, 18-21, 23-11
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Box No. Il Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following Teasons;

1. D Claims Nos.:

because they relate to subject matter not rcquued to be searched by this Authority, na.mely

2. D Claims Mos.:

because they relate to parts of the international application that do not comply with the prescribed requirements 1o such an
extent that no meaningful international search can be carried out, specifically;

3 D Claims Nos.:

because they are dependent clmms and are not drafted in accordance with the second and third sentences of Rule 6. 4(a).

Box No. 111 Observations where unity of invention is lacking (Continnati ofitem 3 of first sheet)

This Intemational Searching Authority found multiple inventions in this international application, ag follows;

-***-Please See Supplemental Page-***-

I:I Asall reqmred additional search fees were timely paigd by the applicant, this international search report covers all searchable
claims.

2. I:I As all searchable claims cauld be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. I:l As only some of the required additional search fees were timely paid by the applicani, this international ‘search repont covers
only those claims for which fees were paid, specifically ¢laims Nos.:

4. . No required additional search fees were timely paid by the applicant. Consequently, this international sca:ch Teport is
restricted to the invention first mentioned in the claims; it is covered by claims WNos.;

Group I: Glainis 1-17, 19-21, 23-41 {in part)

Remark on Protest D The addilional search fees were accompanied by the applu:am’s protest and, where app]u:able the
payment of a protest fee.

D . The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.
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~#+_Conlinuation of Box No. Ill - Observations where unity of invention is lacking:

Thig application contains the following inventions or groups of inventions which are not so linked as to forma a single general inventive
concapt under PCT Rule 13.1. In order fer all invartions to be examined, the appropriate additional examination fees must be paid.

Group I: Claims 1-17, 18-21 and 23-41 {in part) are direcied toward a method of treating HIV-associated or highly active antiretroviral
tharapy (HAART)-associated diarhea in an HIV positive subject, comprising administering a composition comprising crofelemer to the
subject, wherein the composition has minimal drug-drug interactions with at least ona other compound cancurrently administarad to the
subject to treat an HIV infection; wherein the composition dooes not significantly inhibit a CYP enzyma in vivo; wherein tha composition
does not significantiy inhibit the activity of a drug transportar in vivo; wherein the composition deas not significantly affect the efficacy of
at least one other compound concurrently administerad to the subject to treat an HIV infaction; wherein the composition has limited
systamic axposure in vive, and wherein the composition does not provoke a significant adverse even in vivo.

Group H: Claims 18 and 23-41 (in part) are directed toward a method of treating HIV-associated or highly activa antiretroviral therapy
(HAART}-associated diarrhea In an HIV positve subject, comprising: administering a composition comprising crofelamer to the subject,
wherein the composition has negligible permeabllity as measured by in vitre pemmeability assays.

Group Hi: Claims 22 and 23-41 {in part} are ditected toward a method of treating HIV-associated or highly active antiretroviral therapy
(HAART}-associated diarrhaa in an HIV positiva subject, comprising: administering a composition comprising trofelemer to the subject,
wherein the compaosition doas not cause deterioration of immune status in the subject.

The inventions listed as Groups I-1t do not relate to a single general Inventive concept under PCT Rule 3.1 because, under PCT Rule
13.2, they lack the same or comesponding special technical features for the following r - the special technical feat of Group |
include a method of treating HIV-assaociated or highly active antiretroviral therapy (HAART)-asscciated diarrhea in an HIV positive
subject, comprising administering a composition comprising crofelamer 1o tha sublect, wharein the composition has minimal drug-drug
interactions with at Ieast one other compound concumently administerad to the subjact to treat an HIV.infactlon; wherein the composition
dcoes not mgmﬁcanﬂy inhibit a CYP anzyme in vivo; wherein the composition does not significantly inhibit the activity of a drug
transporter in vivo; wherein tha compasition does not significantly affect the efficacy of at loast one other compound concumently
administered to tha subject to treat an HIV infection; wherein the cormposition has limited systemic axposure in viva; and whersin the
composgition does not provoke a significant adverse even In vivo, which are not present in Group |l, Group || having special tachnical
features including a method of treating HIV-associated or highly active antiretroviral therapy (HAART }-associated diarrhea in an HIV

positive subject, oomprlsing administering a composition comprising crofetamer to the subject, wherein the compesition has negfible
permeabl!lty as measured by in vitro permeability assays, which are not present in Group 1Il, Group 11l having spaclal technical features
including a method of treating HIV-associated or highly active antiretroviral therapy (HAART)-associated diatthea in an HIV positive
subject, comprising: administering a compesition comprising crofelemer to the subject, wherein the composition does not cause
deterioration of immune status in the subject.

Groups I-lll share the technical features including a method of ireating Hiv-associated or highly active antiretroviral therapy
[HAART J-associated diarrhea in an HIV positive subject, comprising administering a compaosition comprising crofelemer to the subject.

Hawever, these sharad technical fealures are previously disclosed by US 2012/0184605 A1 to Forbes, at al, {hereinafter Forbes’).
Forbes discloses a method of treating HIV-associated (abstract; Claim 1) or highly activa antiratroviral therapy (HAART J-associated
diarhes (abstract; Claim 1}) in an HIV positive subject {Claim 1), comprising administering a composition comprising crofelamer to the
subject {abstract; Claim 1}.

Since none of the speclal technical features of the Groups Il inventions is found in more than one of the inventions, and since all of the
shared technical features are previously disclosed by the Forbes refarence, unity ef invention is lacking.

Form PCT/ISA/210 (extra sheet) (July 2009)
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