PCT/US2012/032317

WO 2012/138854

1/20

0H0J TWNIdS

SNHAY TVHOdWAL HOIH3ANI u>H4w>“%wmmmzH
SNYINS 'TVHOW3L HOIHIANI "N TYNIWIOTHL

SNHAY 'VHOdWAL 310QIW SNOd
SNYINS VHOdWAL HOIHIdNS

310d TvHOdW3L

SNHA9 IVHOdW3L HOIHAANS
SNIINS vHIALYT

3704 WINOW &
SRS
TYINOES HOTHENT I‘l
3601 VINOW

3801

SNINS
IVINOHS HOIH3INI

SNHAI TVINOH4 310QIN '

SNIINS TVINOYH HOIHANS
SNHA9 TVINOHS HOIH3dNS

SNIINS IVHINAOHd

%.\%\

TVHOdW3L

VIVINO160 VINQ3W
WNT1383430

&@/

ALY

3807 V1IdIJJ0

HILON V1IdIJJ034d

310d WLIdIJI0
SNIINS ALYNNT

SNIINS INIHYI VI

\b{t

39071 4<huHm<m

SNINS V11d1330-01314vd

, SNHA9 HYINONY

SNIINS VLITHYAVHINI

i 3107 TVL3THVd HOTW3NI
v SNHAY. TYNLOHVHVHANS
]

SNHAY TVHINIIIHd

I 914

10807 1v13I4vd
SNYINS TYHINIILSOd

SNHAJ YHIN3I1S0d
SNIINS IVHINID

H0IHIdNS

SUBSTITUTE SHEET (RULE 26)



WO 2012/138854 PCT/US2012/032317

220
FIG. 2
SUBARACHNOID SPACE~  SUPERIOR
s A
CEREBRAL VEINS SINS - N LATION
CHOROID PLEXUS OF P W B
S — CHOROID PLEXUS
LATERAL VENTRICLE ﬁfﬂ"\&\ OF THIAD VENTRICLE
/
\
f{ N GREAT
CEREBRAL

INTERVENTRICULAR _ 4 VEIN
FORAYEN (¢
IHONRO) \
ARACHNOTD \‘(J7 A‘
CEREBRAL AQUEDUCT )
(AQUEDUCT OF SYLVIUS \
CISTERNA SUPERLOR \! ’ DURA MATER

FORAMEN OF LUSCHKA \\

N
-
CHOROID PLEXUS OF
FORAMEN OF
FOURTH VENTRICLE ‘ (| MAGENDIE

SUBSTITUTE SHEET (RULE 26)



WO 2012/138854 PCT/US2012/032317

~
[ KX XX J
) e i seee <C
b 000 LA ANEYY T Li'—"<
...... ..... ° eo0e 000 I >g%
seetoee oo cee €000 =e
seee e YY) . e ececvesee oeeecee |5
e0eveve .O o YD) eee (WM e
<N -, v . e
- X X} ...... -..-...'. \'....'./..... d e S : E
TS0 ceee % % go00 WA, YY) >
e ® YY) </ <C
YYXXXY] seee <_1:' (=t
=
e fas
(= =
=
==
=
[}
=
cc
— (7]
2@
R
>SS
=3=1=]
o
[ R
g =
O LI
= i ]
T
O LUl
<L < ¢
[a =ffaa]
<C
o
| )
S
2% (S
o= <
=33 o
r S <
o
<|:<
c =
<'_

-PIA MATER

oo+ COLLAGEN
—— ELASTIC FIBERS
- -~ AMORPHOUS MATERTAL
- —— BASEMENT MEMBRANE
>=< GAP JUNCTIONS
> DESMOSOMES
< TIGHT JUNCTIONS

SUBSTITUTE SHEET (RULE 26)



WO 2012/138854 PCT/US2012/032317

4120

FIG. 4

ANTERIOR
COMMUNICATING

ARTERY
ANTERIOR CEREBRAL

ARTERY i&\/
INTERNAL CAROTID \ (i_ MIDDLE CEREBRAL ARTERY
ARTERY N 0

ANTERIOR CHOROIDAL
ARTERY POSTERIOR COMMUNICATING

ARTERY

POSTERTOR CEREBRAL

ARTERY BASILAR ARTERY
SUPERTOR CEREBELLAR == \"=PONTINE ARTERIES
ARTERY 7 ==\
g B
=\ [VTERMAL AUDITORY ARTERY

M =N
RN

Cl | RA ...;
( ‘//%/, % §,\’

Q
éﬁﬁEEéEﬁAﬁN§ﬁ¥%R$ POSTERIOR INFERIOR

CEREBELLAR ARTERY
ANTERIOR SPINAL ARTERY
VERTEBRAL ARTERY

SUBSTITUTE SHEET (RULE 26)



WO 2012/138854 PCT/US2012/032317

AREA OF ANTERIOR
CEREBRAL AHTERY\\

\ AREA OF POSTERIOR
CEREBRAL ARTERY

\
AREA OF MIDDLE/ Q 4

CEREBRAL ARTERY

) \ POSTERIOR CEREBRAL
MIDDLE CEREBRAL ARTERY
ARTERY

SUBSTITUTE SHEET (RULE 26)



WO 2012/138854 PCT/US2012/032317

6/20

FIG. 6

ANTERIOR ANTERIOR
CEREBRAL
COMMUNI&Q%%H? TATERY

MIDOLE OPHTHALMIC
CEREBRAL ARTERY

ARTERY

INTERNAL
CAROTID
ARTERY

ANTERIOR
CHOROIDAL
ARTERY

POSTERIOR
COMMUNICATING

ARTERY POSTERTOR

CEREBRAL
ARTERY

PONTIIE SUPERIOR

~ CEREBELLAR
ARTERIES e BASILAR  ARTERY

ARTERY

ANTERIOR
INFERIOR
CEREBELLAR
ARTERY

VERTEBRAL
ARTERY

ANTERIOR POSTERIOR

SPINAL INFERIOR
ARTERY CEREBELLAR
ARTERY

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/032317

"8 TUNIS "INV "@ YNIdS " 1S0d

"B UYT1I83HID NI CINV
"B YY11383H3) "dnS

X
e YYTI30330 "IN *1S0d
o e~ (R
sSS\ ) giGEl — NN 14
Na\o7i) A@% "2 SNLLVIINWWAOD *LNY

(/%
v ) 2 2< ) JUNSSI4 (NVIATAS) Tvd83dI) TvHALY] NI 4330

A

"SIHINVHE ONV AH3LHY TvHE3HID J100IW

AHILHY TVHEIHI) HOTHIISOd—Lodf ("INV "3700IH *"1S0d) S3HONVHE TvHOdWAL

' TYOIOHOHD * LNV \N““j\\h
e OLL04Y) " INI ‘\\

HINVHE HYININV

1120

(MINENH 40) "B LNIHHNIY ;ﬂm%\““ ‘
UL ,
Do

"® IVINOH40L1IBHO VIQW

S3THALHY TvdE3Y3) HOTHIINY
"8 Hv10d0.1NOY4

-

/

\

J!

)

A

W

'y

bww SIHONVHE TV13IHvd “1S0d ANV "INV
a_ AN SHONVEE (QTONVIOH) WHINZ)

Aﬁ% ONV (JIONVI0H3Hd) 1YHINIIJHd
)

SUBSTITUTE SHEET (RULE 26)

WO 2012/138854

/D HINVHE (VHEV1JONYD) VINOHS INIONJISY
% "B IVINOHJ01IBHO YH3LY]

N

"8 TYNIOHVWOSOT1v) A&/

@ VS0T1VIIHAd

S3HINVHE TV.INOHd \v\‘”

"8 TVHINIIVHVd

(NOIL3S ONV MIIA TVINOHH) NIVHE 40 SITHILMY
Z "9Id

“ee JIVIHISONITIINAT TVHILYT ANV VIQIW

HNSOTVI SNdHOI



PCT/US2012/032317

WO 2012/138854

8/20

TYNVD TVHINTD

J1IIHINIA H1HN04 0

J4N1Y3dV NYIOIH JIHINIA H1HN04 0
JUNLY3dY TVH3LY] NI SON3
-SS393H TVH3LYT

/ J1IHINGA
HLHN0S

J1ITHINTA TYH3LYT
40 NHOH HOIHIINI

AdVLINLId
SSIH
J1IIHINGA Y4311 40 tYINGIONNINT
N4OH HOIH31S0d WSYIHD ILd0
SENEL
JI1d0vHdNS

JTOIHINIA WHIALYT
//’ 40 NHOH HOTHIINV

“ WNSOTTV)
\ SNdH09
% I19THINIA

INO9IHL
vd31v110J

13nQ3ndY TvHE3H3D
AQ09 ¥3NId

A

YIHL
53934 TYINId NGO
4<mszwwwwm Y INITHLNIAYALINT
NOISIHQY

8 914

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/032317

WO 2012/138854

3/20

TYNVD TVHINTD

JHN1Y3dY NVIOM ﬂmmkmwmmzo_zom
(YNOVW WNH31SIJ) 13na3anov

NH3LSI) AHYIINCINOT13E3HI) NH3LST)
= WHEIHE) NI | NU3LST
J19THINIA HLHNO4 ;

vsve
40 SNX31d OI0HOHI

N§3LST) NYIHK3A (M

SISNNIS IHL
40 JIN3NTINOD

NY31ST)
JTLVWSYIH)

STTVNIWH3L
VNIWY1 40 NH3LSID

NIWVHO
HYINITHINIA
-H3INI

NH3LST)
IIYFHJSIWIH
~H3INI

SNNIS IHIIVHLS

NY3LST) INJIAWY SINIS TV11T9VS

TI0IHINGA QHIHL HOTH3dNS
10" SNX3d QIOHOH) I — ——
JDIHINGA WALV SNOLLVION

40 SNX31d AIOHOHI

SUBSTITUTE SHEET (RULE 26)



WO 2012/138854

10/20
FIG. 10A

PCT/US2012/032317

A~ Y

SUBARACHNOID ANGIOGRAPHIC CEREBRAL POOR
HERMORRHAGE VASOSPASM [~ INFARCTION [~  OUTCOME
FIG. 108
SUBARACHNOID
HERMORRHAGE

/\

T~

POOR
OUTCONE

e

SUBSTITUTE SHEET (RULE 26)

TRANSIENT
SUBARACHNOID
BLOBAL
ISCHENTA BLOOD
OXIDATIVE
gﬁgﬁ&g%ﬂc aetosrpric | | steess: | | McroHRows
VASOSPASM | | INFLAMMATION/] | OEMBOLISH
TSCHEMTA
OTHER?
FOCAL 6LOBAL
CEREBRAL CEREBRAL
INFARCTIONS ATROPHY




WO 2012/138854 PCT/US2012/032317
HEFLAGERENT SHEET

11/20
FIG. 11
(O OXFORD
) AUCKLAND
70 Q) SOUTH LONDON
@) PERTH
-  LUND-0RUP
O NORTHERN SWEDEN
VALLE D*AOSTA
50
5 401
=
S 30-
aR
@
©
20 S
10-
0

1979 1982 1985 1990 1994 1998 2002 2006
NID-YEAR STUDY

SUBSTITUTE SHEET (RULE 26)



WO 2012/138854 PCT/US2012/032317
12/28

FIGURE 12



3

-,

Conrsping

£

WO 2012/138854 PCT/US2012/032317

Nimodipine Cumulative Releasein 2%308Mx PBS

ol

e Redease {wi)

e YUY OHR BR DA BERE SR ] i AT %, B5I8 TR 1079 repaats
e QT

LTSS AALORT copmaty et TR TAYR BE AR, SEY 4N

S GORATAID IR, BESS ZELME repast} s NGRETIRE O Pt BATE ZE 1 LIRE repaents

75

30 Y £33 Wi k] &0 2.8 BRAN .4

P
o

Time {Days)

FIGURE 13



PCT/US2012/032317

WO 2012/138854

147846

Rdpuntiacy




WO 2012/138854 PCT/US2012/032317

1528

FIGURE 138



22222222222222222222222222222

16/20

X

)
[= = IR B 1

N x  EES
i

-
MO

GROUP

FIG. 16

ORAL NIMODIPINE 100 mg INTRAVENTRICULAR T
1 LN

VA

PLACEBO

H3LIWVIQ AH3LHY HYTISVE NI NOILINGIH %

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/032317

it

;

lw

WO 2012/138854

i p
e

STk

e nirandigion

=
i
Pt .
[ k2 y
P :
H :
% :
z ]
K :
b
ay P ;
i w5 23
i % oy

Diay
URE |

~

FiGy



WO 2012/138854

..
Sy
o)
e
R
s
pee
=
a
22
Lol 1
ghet] ~
ol
&
7
s
bl
ke
S
el o
oW
W
U
=~
&
&

i
£
~

Plasma Nimodiping Concentration

e iy

(R

-

avevircutar nimodiping o

PCT/US2012/032317

N
v H
HKs R B0k YO0

FIGURE 18



WO 2012/138854 PCT/US2012/032317

§9/20

Cerebrospinal Fluld Nimodipine Concentration

.
i
i
I N
SHEHE A H
&N
S
o g‘\_\
=
=
= 8N
N2 PN
o~ g { .
S LEH H
: VoA !‘
& :
2 {
= i
o §
= §
& NG i
ey H
bl v
hY i
] i
§
i
i
i
H
i
o Ol ® R y
W o : ot o i £
15 8

a3
A

i
L
-

Day

FHGURE 19



PCT/US2012/032317

WO 2012/138854

20/20

JTIHINIA PIE

SIHIHJSTWIH
V48343 1431 ANV LHIIH
ININIOM S3HAIH JAHIN

INY'19
AVIINIId  SNOd

SNWY1YH10dAH
SNWYIVHL

I U R = =

0c 914

V1YINO 180
V1INA3W

L |

A

~—(H0) TYNIdS

WNT138343D

X31H0J
BAL:ELEN

SUBSTITUTE SHEET (RULE 26)



