WO 2012/109664

PCT/US2012/024893
/587
FIG. 1
ANTERIOR ANTERTOR
COMMUNICATING CERERRAL
ARTERY ARTERY
MIDDLE OPHTHALMIC
CEREBRAL \ NN ARTERY
ARTERY
TNTERNAL |
CAROTID éﬁéﬁ%%ﬁiL
ARTERY
ARTERY
POSTEAIOR
COMMUNICATING
ARTERY POSTERIOR
CEREBRAL
ARTERY
_ SUPERIOR
AE??%%E% = CEREBELLAR

Y O-BASILAR  ARTERY
— & ARTERY

ANTERIOR
INFERIOR
CEREBELLAR
ARTERY

VERTEBRAL
ARTERY

ANTERIOR POSTERTOR

SPINAL INFERIOR

ARTERY CEREBELLAR
ARTERY

SUBSTITUTE SHEET (RULE 26)



WO 2012/109664 PCT/US2012/024893
2/17

FIG. 2A

SUBSTITUTE SHEET (RULE 26)



WO 2012/109664 PCT/US2012/024893

% CASE FATALITY

70~
EU“_
304
40-
304
20+

10+

3/17

FIG. 3

(O OXFORD
€ AUCKLAKD

S SOUTH LONDON
@) PERTH

& LUND-ORUP
NORTHFRN SWEDEN
VALLE D*AOSTA

0
1378

1982 1986 1930 1994 1998 2002 2008
MID-YEAR STUDY

SUBSTITUTE SHEET (RULE 26)



PCT/AUS2612/624893

PR

OUTROME |

WO 2012/109664
4/17
“van-""“""w‘
M.e*‘”"pw [
w"’“‘w
il . .
SUBARADHNGID L anciooraeHIc]
HEMORRHAGE | "1 VASOSFASN
‘%\N\“\«.,\M
FiG. 4A
Subrrachnoid
Hemomtage

éﬁiﬁi’? " Subarachinesd
Ischemia Bioaed

FIG. 4B

Cortical - . Oxidative
Spreading g;f;zgfg;w Stressinfiam Mmmth;rombr
Ischemia SISeSH miation/Other? | | fembolism
e
M“*‘M
oﬁwM“
Focal Cemehrat Gilobai Cerebral
Enfarutions Alrophy
Focy
Chdoome



PCT/US2012/024893

WO 2012/109664

517

AH31EY WHE3H30 H0TY3ALS0d

"B TVOIOHOHD "INV

SATHALEY TvHE343) HOTWALINY
'® HY10401N0HA

"B TYNISHYHOSOTIVY

"B TWNIdS M.wzq

=7
(4 €7

s

(NOLO3S ONY AIIA WINOH
§ "9Id

‘& TNIdS “1S0d
B HYTHEHAD "INT CINY

B HYTIHE3HII “dNS
"B ONTLVIINNWWOD “1S0d

"B ONILYOINNHHOD "INV

FHNSSI (NVIAAS) WHEIHID TWHILYT NI 4340
SIHONVHE ONV AHJLHY TvHE3HI F700IN

("INV "3900IW ""150d) SIHINYHE TvHOdNAL

ZUTONNY Sonven (TONVI08) TWHLN3)
< X NS ‘ﬁw QN (OTQNVIOHTHd) TYHINADHd

HONVHG (YHEYTIONYD) TVINOYS ONIONIISY
'8 WINOH0LIEH0 TWHALYT

_u_ "Be JIVIHISOINOTINAT Tvd3LVT ONV VIO

} NIVHE 0 SITH3idy

SUBSTITUTE SHEET (RULE 26)



PCT/AS2012/624893

WO 2012/109664

6/17

TNV TVHLNDD

J10THINIA HIHNOd 0 \
NIy NVIOH // FT0THINIA HiHNOH -0
_ j \  JdNIH3dY WHAIY] NI SONd
. ) S WH3LY

‘,,,,,, JTOTHINIA
L0

JITHINIA WHILYY
40 NHOH HOTH3NI

~AYLIALTd

$S30H
HYINAIONAINT

WSYIHD J11d0

NENE ]
JT1d0VHdNS

TOIHINGA TVHILYT

J% 10 NHOH HOIZHIINY
_ /HS0TIV
$\dH0)

S T19THINGA

>l
NV

VL Y INDTELNIAELNT
NOTSIHOY

Tmgah M XNy

9 "9Id

J1HINA WHILYT 40
NHOH HOIHALS0d

INOITHL
WH3LYT100

LIn03n0Y TveEH0
AG08 TYaNId
SS9 VINId-

SUBSTITUTE SHEET (RULE 26)



PCTUS2012/024893

WO 2012/109664

7117

TYNYD TYHING)~ AL

NLYIdY NYIOM NEHLSI)

=MV TINAIHOLNOD

(VNOVH YNHILSIO) L
NEIST
WHEHR) o NELST)
NILST)
JLLYRSYIHD
STTNIWAL

YNIWY1 40 NHLSID

SISONIS L
40 JINFNTN0D
NWYH0
dY NITHLNIA
~HINI

NE3LSTD
JIHIHJSTHH
~H31INI

/SINIS TVLLTVS

HOTH3dNS
40 STX3d GIOHOH) 3 s S—
T0THINGA VALY | | QTONHOVEY

40 SNX31d QIOHOH)
L 9Id

SUBSTITUTE SHEET (RULE 26)



WO 2012/109664 PCT/US2012/624893
8/17

FIG. 8A

FIG. 8B
MIDPUPILLARY

FIG. 8C

SUBSTITUTE SHEET (RULE 26)



WO 2012/109664 PCT/US2012/024893

SUBSTITUTE SHEET (RULE 26)



% CHANGE FROM BASELINE

WO 2012/18%664

10/17

PCT/US2012/024893

FIG. 10
’ DAY 8 DAY 15
5
[

0ad—
; %
-23 _E_/A
-30

i

K HIGH DOSE

SUBSTITUTE SHEET (RULE 26)




BEHAVIOR SCORE

WO 2012/109664

11717

FIG. 11
BEHAVIOR SCORE

PCT/US2012/024893

B_

E_

4..
—@— PLACEBO

2- —O— LOW DOSE
—— HIGH DOSE

G i § ¥ i i l ] ] ] i i I i
=z =22 EZE222zz:z2z2%2

SUBSTITUTE SHEET (RULE 26)



WO 2012/109664

PCT/US2012/024893
12/17

FIG. 12
4
15 —o— PLACEBO
| I o It D0
~ N~
é 2.5 // \\
: / I N
= 15 \[
. / / N
¢ . 4 4
DAY 1 Oh DAY 3 O DAY § Oh DAY 15 Oh

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/024893

WO 2012/109664

FIGURE 13



PCTAUS2012/024893

WO 2012/109664

14/17

JT0IHINIA PJE

HA343) 1491 ANV LHIIY
ONINIOF SJHBI4 AU

NV
MYLINITd

N

vl 914

SNOd

X
CHAMASTHH N\ TN

Y1YONO140
V1INdu

L~ ]

A

TON—(H0D TYNIAS

CHINEHECER

X31403
L E BN

SUBSTITUTE SHEET {RULE 26)



% BEDUCTION IN BASILAR ARTERY DIAMETER

WO 2012/109664

15/17

PCT/USZ012/024893

FIG. 15
FORMULATION {  FORMULATION 1  FORMULATION 2
CONTROL 40n 100m? 100m?
{n=8} (n=H) {n=b {n=8
5.00% '
0.00% 7 7 7 "3’1’"’1
5.00% % - % pL.05
-10.00% %/ é
/] |
-15.00% ped .04
p<0.01 ~
-20.00% 0<0.05
| A0 15
-25.00%
-30.00%
-35.00%

SUBSTITUTE SHEET (RULE 26)



PLASHMA NIMODIPINE CONCENTRATION (ng/ml}

WG 2012/109664 PCT/US2012/024893
16/17
FIG. 16
18.0
14.0 A
I ~4— FORMULATION 1-100mg
2.0 ~— FORMULATION 1-40ng™ —
—— FORMULATION 2-100mg
~>~ CONTROL
0.0

5.0 Rl

1.044]

2.0

0.0+

SUBSTITUTE SHEET (RULE 26)



WO 2012/109664

CSF NIMODIPINE CONCENTRATION {ng/ml}

PCTAIS2012/024893

17/17

FIG. 17

3200.0

3000.0

—3— FORMULATION 1-40mg

2300.0

—><— CONTROL {n=0)

—— FORMULATION 1-100mg

{n=6)
{n=8)

~—&— FORMULATION 2-100mg (n=B) —

2000.0

1300.0

1000.0

300.9

0.0+
0

SUBSTITUTE SHEET (RULE 26)



