Intensity (counts)

8000

6000

4000

2000

1/30

5 10 15 20 25 30
FIG. 1-1
26.8°C 2
. 0,
1000 ¥ 4 1-28%
150.0°C
175.6°C
ol ! 104.22::5; -0
& 80
= r-2
2
(5]
; ?0_
-4
60
176.4°C
50 —T 7 T T+ 1+ 1+ —+-§
0 50 100 150 200 250 300 350
Exo Up Temperature (°C)

FIG. 1-2

Heat flow (W/g)




2/30

190'g

\\suurod

00°¢

VAR
mhm/
0Ev
PQvW
eev
£ev
08'v
F@vv
VXA RN
6267

pc'L
'L

ccL
vl L
Ll
vl L
GL'L
GL'L

Ll

}
=

16’}

__ 400'¢

8L L’

pc'6
A

“6°

1.0 05

1.5

T T T
50 45 40

T
5.5

1 (ppm)

FIG. 1-3

.1-4

FIG



Intensity (counts)

3/30

15000 —|
10000 —|
5000 —|
0 S S — L I — =
5 10 15 20 25 30 35
28 (°)
FIG. 2-1
120 ; J2
20.5°C r
100 = e . 2.36% o H
150.0°C Fo
—_ D
£ & 177.0°C 0 =
= 1 ___ 76.08J4g *
5 '/’— \ﬁ\ﬁ\___ i 8
@ -1 2
= \ I8
60- \'[ I
\ _ -2
i
40- j.
L3
20- L4
o 179.4°C -
0 50 100 150 200 250 300 350
Exo Up Temperature (°C)

FIG. 2-2



4/30

Intensity
(counts)

YgT  RX
o oo NN
~ S
\ . L LL\MJU L
<& 8 4
S = <
100 95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 10 05 00
1 (ppm)
FIG. 2-3
12000
10000 —
8000 — 1
B free base crystalline form
6000 — .. N-Heptane, RT. 5 davs
et s s e
_\‘M w n-Heptane, RT, 42 days
— bt SN S PLE SRV
4000 _w s i\ N-Heptane, 50 °C, 2 davs)|
2000 b, Toluene. RT. 5 davs
5= __Toluene, 50 °C, 2 days
0 A - anhen. ree base crystalline form A|
I ! T j T j T T T
5 10 15 20 25 30 35
26(°)

FIG. 2-4



Intensity (counts)

5/30

| .
200 - M*W xmj | J\W«W J WL\‘UJW\M 'M\J*whmwwmw

28 (°)

FIG. 3-1

! u .

T T T T T T T T
4.5 4.0 3.5 3.0 25 2.0 1.5 1.0

T : : : ; ; ; : ;
1.5 9.0 85 8.0 7.5 7.0 65 6.0 5.5 5.0
1 (ppm)

FIG. 3-2



Intensity (counts)

Intensity (counts)

6/30

1200 —
1000 —
800 —
600 —
400 —
200 — |
W”"J y W‘M}
| ! et} T i
0 T ' T ' [ \ ‘ \ ' T '
5 10 15 20 25 30 35
20 (°)
FIG. 4-1
P P P P e N\l\;_t u‘_‘v
Maleic acid
L \ u_ U \
3 g g
16.0 9‘.5 QI.D BI.S SI.D'_ 7:5‘_7:0 6‘.5‘_ 6‘40 5‘.5 SI.O 4‘.5 4‘.0 JI.S 3‘.0 225 2‘.0 1‘.5 1‘40 DI.S UI.O
1 (ppm)
FIG. 4-2
3000 —
2500 —
2000 —
1500 —
1000 —
= ULl
. 1 Mgt jt MMA/ | YT S Y
T I T I T I T | T I T I T
10 15 20 25 30 35

FIG. 5-1

28 (%)



Intensity (counts)

2 9

p-Toluenesulfonic acid

/ \_\

| L LULJUUL

3
101 QO Q
o

100 95 90 85 80 765 70D 65 60 65 6O 46 40 35 30 25 20 15 10 05 O.
1 (ppm)

FIG. 5-2

1500 —

1000 —

500 —l\‘w |




8/30

120
2
4+ 1.35%
100 - S
120.0°C .
159.6°C B
79.28J/g ““\_\ -0
N
- 80 \ | o
S ‘
GRS ‘ \
= \
\ 2
60 ‘ \
\\
‘\
Y
\'\
40 T .l\'\.l 4
\
160.9°C
20 T T T T T -6
0 100 150 200 250 300 350
Exo Up Temperature (°C)
FIG. 6-2
G R RE R
[l Il S o el S el el el el o
|~ Benzenesulfonic
acid
S )
=]
100~ O
===
2.0 8.5 . 70 8.5 8.0 5.5 5.0 4.5 4.0 3.5 3.0 25 2.0 1.6 1.0 [ X)

1 (ppm)

FIG. 6-3

Heat flow (W/g)



Weight

Intensity (counts)

9/30

1500 —
1000 —
le J WMMM\J" Njwmm st
0 LA R — AL IS S —
5 10 15 20 25 30 35
20 (%)
FIG. 7-1
120 4
71°c
100] e 209% ] ,
1200°C N s -
1 155.6°C 2000°C
=0 45.33Jg h . g5
= P E—— 0= 2
< [172.4°C 52
60- T
-2
40+
-4
204
156.4°C
0 T T T T T T -6
0 50 100 150 200 250 300 350
ExoUp Temperature (°C)

FIG. 7-2



Intensity (counts)

10/30

Trohe - — 0o 3
it iainta R Ra s N
P P P o P P P P &
bt b et — I
\

Malonic acid
l

1.981
.00«

9.5 8.0 8.5 8.0 7.5 7.0 6.5 6.0

5.5 5.0 4.5 4.0 3.6 3.0 2.6 2.0 1.6 1.0
1 (ppm)

FIG. 7-3

5000 —

4000 —

3000 —

2000 —

1000 —

Y [ Vo 30 °C, without N,

Mo i W LAl W L LS |‘ P N B L W WL N | PR | O SO U S,

N h "‘ 30 °C, purged with N,
LA | “for20min

e At WAAA N A M e e A

"\ .‘h;h I bl ) Heated to 120 °C, N,

| (| .
VLN ) A
S ﬁ\.ﬂ L AAMAACA i P\
|

v Choah L Cooled to 30 °C, N,

W b bl W YL MV AN A N e

T — — == T T T T T T T T T T
5 10 15 20 25 30 35 200)



Intensity (counts)

Intensity (counts)

11/30

Intensity (counts)

4000 —
| |N L
3000 — | | ‘ |
K *J | T |
T e i “. A “ i |‘ ) Mo le 1l
”m».-f‘_/ L / |,\ h_n.- 1 JM,L' N, L/,‘,/,‘f‘wfvi \'\'Jb"\"“\,-w A f ,W_“‘\\jvw_‘v‘“-M” B \Sj‘inpfh .
2000 4 ‘
N i |
" / o .
I W N P 1 | oA 4 s f Sample 2
il W TV ‘,‘ ok A VPN \. VUL e AR Mg i W AU . SN PO 0., Bty
1000 — |‘ -
! i free base crystalline
1A o l A MU A form A
° ‘5 I 1‘0 I 1|5 l 2'0 I 2‘5 I 3|0 I 3|5 I
26(°)
FIG. 8-1
8000 —
6000 —q free base crystalline form B
1 Sample 3
4000 — Sample 4
f /
wl ‘L.J[LJ‘\U'\;._.J.J“J“'LJ' LA A ﬁ_.w«_miamp_lﬁe...iw_mv
2000 Sample 6
1, } free base crystalline form A
0 T T T 1 ‘ T T T T T ‘ T T
5 10 15 20 25 30 35 29(0)
FIG. 8-2
2500 —
2000 —
1500 —
4 crystalline form A of
1000 — hydrochloride
1 Repeated|
500 — P y
prepared sample
0 I T | T l T I T | T I T l T
5 10 15 20 25 30 35

26(°)



12/30

2
11.6°C . 2.19%
1001 © -907
100.0°C %
‘ 160.0°C
L 1436°C 1760°C
__ 80 ;ﬁ"\ [ 3
S | ] 2
= 157.4“0‘ g
g \ 2
= 6o N
\ | _4 I
40 l 6
179.0°C I
20 y ‘ T ‘ , . |-8
0 50 100 150 200 250 300 350
Exo Up Temperature (°C)
FIG. 9-2

k W\ L -

T T T T T T T T T
4.5 4.0 3.5 3.0 25 2.0 1.5 1.0 0.

T T T T T T T T
95 90 85 80 75 70 65 60 55 50
1 (ppm)

FIG. 9-3



Intensity (counts)

Intensity (counts)

13/30

30 °C, without N,

< 30 °C, purged with N, for 20 min
MWU'WW
Heated to 100 °C, Nj

Cooled to 30 °C, N,

L H i | i .
UL UMW MWL AN
T | T I T I Ll I T I Ll I T
5 10 15 20 25 30 35
20(°)

FIG. 9-4

FIG. 9-5

2000 —

1500 —

1000 —

3
S
|

crystalline form A of maleate

Repeatedly
prepared sample

[ T I T [ T I T I T I T I .
5 10 15 20 25 20 35 20(°)

FIG. 10-1



14/30

4
25.2°C 1.65% [
100 — —— P
110.0°C \ J\'] 1.88% [
1434°C ot -0
. _ gesalg 220.0°C .
80+ e ™ L
107.8°C L
= 160.2°C \\ [-2
& \ 3
= \ - B
S \ [*E
L 60 \ @
2 \ T
\ -6
I"\,
40 alll --8
\". i
'+-10
144.1°C
20 : . : | . r -12
0 50 100 150 200 250 300 350
Exo Up Temperature (°C)
FIG. 10-2
NREEXEICARRR § @
L L e e A e el ol S -
e R L ‘
/ Maleic acid
& £ ©
o 9 e =]
1(‘)‘0 BI.E 9‘.0 8‘.5 BI.CI 7‘.5 7‘.0 8‘.5 B‘.O 5‘.5 5I‘0 4‘.5 'l‘.ﬂ 3‘.5 3‘.0 2‘.5 é.ﬂ 1‘.5 1I‘0 0‘.5
1 (ppm)

FIG. 10-3

(Wig)



Intensity (counts)

15/30

6000 —
5000 —
4000 —
i 30 °C, without N2
3000 — e ~
'y | 30 °C, purged with N2 for 20 min
. / Heated to 120 °C, N2
1000 — | g i o=
i ' ﬁ ; N Cooled to 30 °C, N2
I MMV :
R e Llw R e ISR Ay e
5 10 15 20 25 30 35
26(°)
FIG. 10-4

FIG. 10-5




16/30

£ 4000 —
>
o i
N
2 3000 —
1= crystalline form A of
= 2000 —
J p-toluenesulfonate
) WWW
1000 —| Repeatedly
4 J prepared sample
i
’ é I 1'0 1'5 I 2'0 2'5 | 3'0 | 3'5 |
26(°)
FIG. 11-1
2
25.5°C ,0.73%
1004 n -
150.0°C \
157.1°C . 0
50 SR B _glfo.ug 2
] e 25
< | Ty 5=
o\ v <~
< \ T
5 -2
'3 ]
s 60 \\
i \\ -4
159.2°C
20 ; : ‘ . . : -6
0 50 100 150 200 250 300 350
Exo Up Temperature (°C)

FIG. 11-2



17/30

T

WL
ELL
bz L
oz L
1Z°21
£z L
2y
RIR
8L
Bt L
IV
e L
IR
6L
0.L

-

p-Toluenesulfonic acid

—

LiL

30
S 8 S

16 1.0

2.0

3.0

50 45
1 (ppm)

55

T
6.0

FIG. 11-3

FIG. 11-4



18/30

Dynamic solubility in H20 at 37 °C

Dynamic solubility in SGF at 37 °C

0.005

0.010

0.009 . Starting sample free 0.040 _,Starting sample free
0.008 base base
—~ Crystalline form A of — 0.035 Crystalline form A of
—E‘ 0.007 hydrochloride 3 0030 hydroch'lorlde
> 0.006 —a—Crystalline form A £ —aCrystalline form A of
£ of maleate g‘ 0.025 maleate
g 0.005 ———%_,_Crystalline form A of < 0.020 —~Crystalline form A of
= 0.004 __-_______________._4 p-toluenesulfonate 2" p-toluenesulfonate
=l F 0015
= 0.003 - S
3 2 0.010 —‘.
@ 0.002 [ -4
0.001 0.005
0.000 W———+———— + = +— 0.000 - f————t — t i
4 8§ 12 16 20 24 4 8 12 16 20 24
Time (Hr) Time (Hr)
Dynamic solubility in FaSSIF at 37 °C Dynamic solubility in FeSSIF at 37 °C
Starting sample free
0.030 base 0.100 Starting sample free
0.025 Crystalline form A of 0.090 base
R hydrochloride = 0.080 ﬁrgstalrl‘llne_gorm Aof
= " ydrochloride
> 0.020 +§;)I/z§2me form A of % 0.070 4 Crystalline form A of
£ . g 0.060 maleate
g 0.015 ~=Crystalline form A of = 0,050 !
2 0oL p-toluenesulfonate 2 W —=Crystalline form A of
3 = 0.040 p-toluenesulfonate
= 0010
e 2 0.030
@ 0.020

0.000 Bty — 0.000 Wt NP
4 8 12 16 20 24 4 8 12 16 20 24
Time (Hr) Time (Hr)
FIG. 12
— 6000
] p
3 5000 —|
X ]
2 _|
g 4000 free base crystalline form A
g .
£ 3000
| MJ& N " Hzg, 1h
2000
g h H-0, 4h
1000 —\u
1 JU‘LMJJUJ IVTVLNTRIY H20, 24h
AT NSNS St T el
0 I T T ' 1 ' T T ' | T
5 10 15 20 25 30 35 26(°)
FIG. 13
Z 6000 —
o
S i
o
S 5000
= 1
é 4000 \J 'u Wree base crystalline form A
< Ww-«aﬂ%
= 3000
- J \JU 1 SGF, 1h
2000 —
- | Ljdﬁ SGE, 4h
1000 —u
] L LU MMUW SGE,24h
0 I ' T T ' | T T T | T

15 20

FIG. 14

25

30 35 29




Intensity (counts)

19/30

o~ 12000
‘E i
g 10000 NaCl
2 8000 — \
2 4 ) J M base crystalline form A
£ 6000 —“\—‘J I
] J || FaSSIF, Ih
L 1 || FassiE,an
Y N YU
2000 | |
IV l
0 R L-M'l—i' |J‘n U U JULMJM.HL___JJJL\L._.« J- ﬁ%filf_
| ' T T T T T ' T ¥ | '
5 10 15 20 25 30 35 26(°)
FIG. 15

Intensity (counts)

6000 — i
] | FeSSIF, 1h
4000 — !

12000 —
10000 —| NaCl \

2000 —

' FeSSIF 24h

. “““*‘W ww‘J U ‘U s JWUMMMI‘ Wik el ot
T T \ T I
5 10 15 20 25 30 35
28(°)
FIG. 16
8000 —
6000 — crystalline form A of
. J hydrochloride
40009 VN ¥ LS., 10, b
i oo™
S 1 M;0,4h
u' JU free base crystallme form A
D T T T T T T T T T T T T
5 10 15

20 25 30 35 29 (D)

FIG. 17



20/30

m
c 8000 —
S
Q i
o)
£ 6000 NaCl \
%2} pEm———
c i !
g ] | ! crystalline form A of hydrochloride
- — il i
4000 | ' .g' | SGF, lh
\\J ) | | SGF, 4h
2000 — !
; |'| i
| Al L o N | SGF, 24h
free base crystalline form A
0 I T T T I T I T I T T : T :
5 10 15 20 25 30 35 29(0)
FIG. 18
% 6000 — aCl\I ________ |
g i crystalline form A of
8 i __hvdrochloride.
L N )
@ i
D
£ 2000 e | M |
\ | i ! :
T L’J\'JL—’ w\._.J\'ﬁ | JU J%JMWL‘W-L_‘J lkijﬁgﬂll
_ \M Umtamne form A
Ho e e S At e
0 T T T \ T T T T T T T \ T
5 10 15 20 25 30 35 26(%)
FIG. 19
8000 —
m - NaCl
g oo LT
o . crystalline form A of
< e M hvdrochloride
2 4000 —
'z —— A A
§ i
£
2000 —
‘A‘N_JN'
0 T T T T T T T T T T T T T T
5 10 15 20 25 30 35



Intensity (counts)

Intensity (counts)

Intensity (counts)

21/30

6000 —
E crystalline form A of
J Jﬁ'_ maleate
4000 —
ww HQO, 1h
e H-0, 4h
2000 _\\‘\\J |
U .I H,0, 24h
1A . ) free base crystalline form A
0 I ' | ' T T | | |
5 10 15 20 25 30 26(°)
FIG. 21
8000 —
6000 —
4000 —
2000 — e
.| SGF,24h
] WM_M.J\____’J&;__A_’__HA_
free base crystalline form A
0 T 1 1 | T 1
5 10 15 20 25 30 35 20(%)
FIG. 22
6000 — NaCl \
| cryst;I_I-i_r_m_;form A of maleate
4000 — ! i
L ‘
f‘ | u|\ |lUu
2000 — . f
\‘"‘w‘-"\.jj uu L) VM waU jluﬂu
0 — 7
5 10 15 20 25 30 35

FIG. 23



Intensity (counts)

Intensity (counts)

Intensity (counts)

22/30

8000 —
6000 — ! J NaCl ~T
i ‘ | “\‘ cryst::\IIine form A of maleate
4000 — | g i B
wu !“ ! FeSSIF, 1h
4 o -mi-—ﬂ“'-“--..-v—-“h.w-.-.
! FeSSIF, 4h
L NN S
2000 ) wn_ e ||| FeSSIF, 24
1 free base crystalline form A
Ao NN e ]
0 | T [ T | T l T | T I T I T
5 10 15 20 25 30 35
26(°)
FIG. 24
8000 —
6000 —
g crystalline form A of
p-toluenesulfonate
4000 — T e
b H-0, 1h
b HEO., 4h
2000 v 1 H20, 24h
i Mo AR NPV S T
\ ) free base crystalline form A
0 I T I T | T I T | T I T I T
5 10 15 20 25 30 35
26(°)
FIG. 25
14000 —
12000 —
10000 —\w/ crystalline form A of
i N p-toluenesulfonate|
8000 — AN VR ot pe
'b L] ' free base crystalline form B,
6000 — s il N I 5]
I | L/ SGF, 1h{
- f | A
4000 _‘”"*J W/ A A )lL ."l ‘,'L Jd AN |h | J\_.f\.\‘\,'t\i.\‘__"‘_ 'J‘_,,l";‘ AN W S(:{F,_‘}h i
2000 — V SGF, 24h;
0 T P _..free base crystalline form A
| i T J T T T Y T v T T T
5 10 15 20 25 30 35
26(°)



Intensity (counts)

23/30

10000
- i
‘g‘ 8000 —
TR e g |
? 6000 — | | ‘ ‘ % crystalline form A of p-toluenesulfonate
b WS o |
é £ Jiy '. lll \ free base crystalline form B
= 4000 - | 1]l A L P
. LA L FaSSIF, 1h.
. | Yyl " FaSSIF, 4h.
2000 | { ! -p‘v\n\m/ _MM,I‘_FJW,MJ \_‘Lﬁ_,«gww,_.\ﬁ_,\,_t
H | * | | FaSSIF, 24h-
h vN\,._,.A.,)\J\)\hJ\,.A,_h-A L..L.,/\J\....A.-—A’\-—\A—-‘
' free base crystalline form A|
0 I T I T l T ‘ T M&'_“W l = VIL AJT—“_A-IJ;
5 10 15 20 25 30 B 260 .
FIG. 27
10000
8000
Nl . poue
crystalline form A of p-toluenesulfonate|
6000 i
i Tree base crystalline form By,
4000 FeSSIF, 1h}
|| FeSSIF, 4h}
2000 — FeSSIF, 24hp
i | free base crystalline form A,
0 | ! | ' [ i [ % | v | | =
5 10 15 20 25 30 200)



24/30

1.2 4

0.6 |

0.4 -

Change In Mass (%) - Ref

0.2 -

Temp: 25.0°C
DVS Isotherm Plot Meth: 0.65.0

MRef: 15.7207

—+—Cycle 1 Sorp —=—Cycle 1 Desorp

;io///
- 0.909

=

-0.2

10 20

Dynamic Vapor Sorption

30 40

50 60 70 80 90 100

Target % P/Po

Intensity (counts)

FIG. 29
15000 —
10000 —
5000 — _MJJI -, Jl Pre DVS test
JL_J WM Post DVS test
0 | T T T S R
5 10 15 20 25 30 35
26(°)

FIG. 30




Intensity (counts)

25/30

18

1.6

14

1.2

1

0.8

0.6

04

Change In Mass (%) - Ref

0.2

DVS Isotherm Plot

+-Cycle 150rp —=— Cycle 1 Desorp

it

0 +—— — - T

-0.2

DVS from SMS - World leader in Sorption Science

Target % P/Po

80

Meth: 0-95-0

Temp: 25.0°C

MRef: 13.5718

s

90 100

FIG. 31

6000 —

4000 —

l
|

2000 — Ljn "L«&A.J L«JM U\wn “'ﬂ \|

Pre DVS test

I
15 20

FIG. 32

25



26/30

DVS Isotherm Plot Temp: 25.0°C
Meth: 0-95-0
+— Cycle 1Sorp —=— Cycle 1 Desorp MRef: 6.3242
6
5
5 4
[\
g
2 ® |
2 /)
=) //
Q /
g 1.412 / ’,.f’
g, ey
u ’.
/""// .f!
L e .+ ——+0.408
0 ———t e
[ 30 40 50 60 70 80 90 100
e
Dynamic Vapor Sorption Target % P/Po
FIG. 33
5000
2 4000 —
>
o -
=3
=
5 r
5]
= ‘ Pre DVS test
Post DVS test

FIG. 34



Intensity
(counts)

Intensity (counts)

27/30

Te : 25.0°C
DVS Isotherm Plot Meth: 0.95.0.530
+-Cycle 1Sorp —=-Cycle 1 Desorp MRef: 12.6848
0.35
0.3
. 0.26
2 |
% g
g 02 /)
2 0.148 /,
g 0.15 /"/,
f . _~0.120
o 0.1 ,.
€ »
-g T }
(3] 0.05 B ::‘__//_,.:; -
P ——
[ 20 30 40 50 60 70 80 90 100
-0.05
DVS - The Sorption Solution Target RH (%)
FIG. 35
12000 —
10000 —
8000 —
6000 —
\J LJ Pre DVS test
4000 —
2000 —
J } Post DVS test
0 b
I T i E

T T T r T T T r T T
30 35

20(°)

FIG. 36

free base crystalline form A
40 °C/75% RH/1 week
40 °C/75% RH/1 month

R e |
| 5 °C/60% RH/1 week

w Y P P W |

25 °C/60% RH/1 month

60 °C/sesled/t day |
T | T
35
20(°)

FIG. 37



Intensity
(counts)

Intensity
(counts)
o
8
=
|

28/30

14000 —
12000 —

10000 —

crystalline form A of
hydrochloride

WY e S Rt i

6000 _—\\,__,J 40 °C/75% RH/1 week
4000 —
e 25 °C/60% RH/1 week
2000 — F !
: ' | 60 °C/sealed/1 da
0 w L_IJI LJ' ‘—-—’II \ l L Uhl\u'l LhU’L\JlII LA_JN U\f"l\,u M S x..-r\._,r\.-v_xa
| ! [ ! | !
5 10 15 20 25 30 35
26(°)
FIG. 38
10000 —
8000 —
6000 — crystalline form A of maleate

40 °C/75% RH/1 week

25 °C/60% RH/1 week

2000 —
y W 1 °Clsealed/1 d
LAMAN A M 80 Clsealed/d day |
0 | T T ' T T 1 - 1
5 10 15 20 25 30 35
20(°)
FIG. 39
10000
8000 —|

Intensity
(counts)
g
|
e

crystalline form A of

p-toluenesulfonate

40 °C/75% RH/1 week

40 °C/75% RH/1 month

25 °C/60% RH/1 week

e N e W e e L
25 °C/60% RH/1 month

Wl P e A e e
60 °C/sealed/1 dav

e R e

o —|

T ' T ' T T T T | T
15 20 25 30 35
20(°)



Consumption (g)

29/30

10=
= Water consumption
8- =z Aqueous quinine
T T solution consumption
6 T
44 *
* %k
-
* % -1
2= . 7 /
7 o /
. A
T T T
Vehicle control Control compound 1, ~ Compound of formula I, 30
group 30 mg/kg, i.p. mg/kg, i.p.

*p < 0.05, **p < 0.01, comparison of water consumption and
aqueous quinine solution consumption in the same group

Number of coughs

FIG. 41

Histamine/citric acid guinea pig model

30-
T
> 20- /
— *
= -
g * %k
= 10- I
N

Vehicle control  Control compound  Compound of formula I,
group 1, 0.5 mg/kg 30 mg/kg, i.p.

*p < 0.05, **p < 0.01, comparison of the number of coughs
between the test group and vehicle control group

FIG. 42



Number of coughs

within 15 min

L

30/30

304 ATP/citric acid guinea pig model

20+

10+

T

| |
Vehicle Control compound 1, Compound of formula
control group - 0.5 mg/kg 1, 0.5 mg/kg

*p < 0.05, **p < 0.01, comparison of the number of
coughs between the test group and vehicle control group

FIG. 43



