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Odds ratioN 9% C.l.
Alteplase
No Alteplase - 160 440 [1.05:260
Alteplase —F— 088 652 [061;1.28
Declared Device
Stent Retriever +B— 130 842 094179
Aopiiaon Calneter ~ ——#—— 073 26 0.3 14
Age
Age <=80 —— 112 83 (081154
Age >80 —Tt— 147 242 [061:223
Sex
Women —B— 125 47 (083186
Men —— 104 544 (068 159
gace. 110 889 [0.81:150
aucasian _ . 811
Asian S 139 99 [0.40:480
Other 173 94 (057,527
NIHSS
NIHSS <=20 +—H— 129 806 [0.931.79
NIHSS > 20 —8— 094 275 [051:1.75
Onset to Tx
Onset to Tx <= 6h s 102 869 [0.74 140
Onset fo Tx > 6h T 181 211 092355
ASPECTS (core lab)
ASPECTS 5/ . 099 410 [061:162
ASPECTS 8-10 —H— 115 662 {0.80:1.64
Occlusion
Occulusion ICA S 184 [051:216
Occulusion MCA —TH— 118 892 (0.87:162
Procedural Sedation
General Anesthesia G 185 [0.59:2.71
Procedural sedation or none —T— 116 904 [0.85:1.59
eTICl
TICI 0-2a o 039 11 013113
TICI 2b-3 | | ——EI—I | | 126 9% (093172
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FIG. 3

Favours Control - Odds Ratio -+ Favours Intervention



PCT/1B2021/051405

WO 2021/165888

5/27

@3NNILNOD
V¥ Ol

je €& @ e 0 e 8 4 9% & oy & o W 0 8

A JESS G OV TS coely L06 LY 05%ky N@@_@Z 10 569 95069 L%
5590 ooy
01905
LG
01708
a0
o LEror gLy

0
0l

Y 0507-C} 910CIELH D Uwseic™} YN 910200NG )



PCT/1B2021/051405

Q3NNILNOD
Vv Old

e o W O 6 & £ ¥ € ® € & € 0 6 8§ L % «

6/27

WO 2021/165888

PO T N T W U N T W T N W N T N W T W W N T W N N T M T N T T 00 90 S0 R T T I W O W O PN T A T T N N U N T T W I B |
. — o o o =+

ENSTIS 0B s A _w_mgm/m e i

i Bl
o

BTG qyyouILg Issbip
Uwseid” YN 9)0ZAON
SI [00°0002-00'00%] §
U In4 19N
G+SVL4 ' Yeeq oseq
§30ET IV




PCT/1B2021/051405

WO 2021/165888

7/27

d3NNILNOD

v Ol

AdS3ISS

d

$8)S 19 papelaq = gy
$311S 119 [eNU810d = onjg
40

did

d 9 A =dpiulieN

AQS3ISST -
AQS3ISSTH «
AQSFISSTHY
ASIISSTHYY
NTSFISSTHIGHO -
AQSHISSTHIOY -
ACSTISSTHIIONY «

(peysaBipun ‘|- Whus-n) AGSTISSTHMULO N IO




WO 2021/165888 PCT/1B2021/051405
8/27

—o— Nerinetide alone (N=4)
190- ~ =~ - Nerietide + rt-PA [22.5ug/mL] (N=4)
H0- —a- Nerinetide + rt-PA [67.5ug/mL] (N=4)
f

=~ Neele +1:PA[135uginL] (V=

= 80
‘_E 70" ‘a‘
S 0713
£ ¥ “‘\ AN
&1 0 \
CiE I SRR b P SO
04 1§ \\\. T T
1 0 i Beee it‘::r:::'::;::e:-_:m,—_-p_@mw
0 ¥ y J ¥ v Y ¥ ¥ Y i
0 5 10 15 20 25 30 % 40 46
Time [min]
FIG. 4B
190- —o— Nerinetide alone (N=4)
110 —a-- Nernetide +1-PA [22.5ug/mL] (N=4)

Peptide Content [%]

0 5 10 1H 2 2 30 b 40 & XN
Time [min]

FIG. 4C



WO 2021/165888

Nerinetide Plasma Concentration [ug/mL]

AUC (0-0.83) [ug" minimL]

N

DO N B~ Oy OO O N B~ O> oo
S I I I N R S E—— E— |

——

o =~ oD (@) [

o [ [ [ () S
3 i 3 1 ]

9/27

PCT/1B2021/051405

—o— Nerinetide alone [7.6mglkg] (N=4)
~ =~ - Nerinetide [7.6mglkg] +r-PA[0.9mglkg] (N=4)
-~ Nerinetide [7.6mglkg] +t-PA [5.4mghkg] (N=4)

Lro=axe

50510650550 % 404555

Time [min]

FIG. 4D

AN

Nerinetide alone

Nerinetide

Nerinetide

It-PA [0 9mglkg] T-PA [5.4mglkg]

FIG. 4E



WO 2021/165888 PCT/1B2021/051405
10/27

Sacrificed and TTC ==z

24hrs

Neurological Score
Grading

Neurological Score
Grading

X

End rt-PA/no rt-PA infusion

FIG. 5A

NernetdelPlacsbo > e

[a'
O

60 min

Nerinetide/Placebo J

Evaluate Exclusion Criteria

50 min

Experimental Timeline
Laser doppler & BP recordings

StateMCAo 52




PCT/1B2021/051405

WO 2021/165888

11/27

+ +

gG 'Ol
: : - : W

+ -

SUig), sjeledag uiw (g 18 yjog

- + + - © apeua

UL g Je anAloquioly) uiw (g 1e Juejosioidomay

d Ydl
+ +

aplauLis 0080e|

T
+
W MRWRN PR Oge

- (01

. - 00

1 4 - 00

H e - 00
coo 0 mcﬁ%ﬁmw

4 - 00g

[puw] auinjon joreju] dueydsiuweH



G Ol

PCT/1B2021/051405

t ¥ + ) ° - Yl
* - ] ¥ ¥ ] " SpjBulsN
SUig), Sjeledag Ui 09 18 Ujog LI 0 Je onfjoquioly) ‘Uil (g 18 Juepejoidoinay
V¥ Yl Yy
+ + +

12/27

WO 2021/165888

PN 0gRey W mRWRN  opleuaN  Ogael
i § f }

ofb
o

(o]
(]
o]

[le1jefeuod Jo %] Buljams alsydsiweH Jubiy



PCT/1B2021/051405

WO 2021/165888

13/27

+ + +

ds ol

+

vd

+ - -

SUig), aleedag Ui 09 18 ujog

+

+

W g 18 anAjoquioy) ‘uiw (g Je Juelosjoidona)

d Vd-
+ +

aplisuLia 00808 Vd

1

V¥
+

apjauaN

aMRULRN

0q=0e|d

apeuaN

[s1d71] 21005 paibiojoinay



WO 2021/165888 PCT/1B2021/051405
14/27

-a- Bo-D-Tat-L:28% (N=3)
20 .o BioD-TatL-AA (N=3)
_20-
= 175-
(=3
E 18-
= 151
2 10-
E 05-
(@)
050
025
000 : , : | ;
0.001 001 0 1 10 100
Concentration [uM
FIG. 6A
B S T, ¥ é
N e m:::—';“-:Té‘f;‘:“:“:::fl“:“_:“
—0— Nerinetide (N=3)
ey - DTatL-2B% (<))
= o - Nerinetide +t-PA [135 uglm] (N=3)
g2 o - D-TatL-2B% + -PA [135 uglm] (N=3)
e 40" LT ~<-- Nerinetide +Plasmin [10 ug/mi] (N=3)
F gl @~ D-TatL-2B% + Plasmin [10 uglrml} (N=3)
2 I |
2 D ¢
0
10 _ 1 1 1
0 5 0 B N B N B N 65
Time [min]

FIG. 6B



WO 2021/165888 PCT/1B2021/051405
15/27

120 -
10
100 £3-
90+
Rk
= 704 4
§ 60_ “\ T
8 04 0 ~0— Nerinetide (N=3)
5 nd N ~F- D-Tlat-LI-ZB9o (N=3)
10- -5z~ Nerinetide +ri-PA [135 ug/ml) (N=3)
1. % ~e- [-Tat-L-2B9 + r-PA {135 ugimi] (N=3)
10-
0 g 7 v
0 5 10 5 N B N B L&
Time [min]
FIG. 6C

Peptice Conent [%

50- ~o— Neretide (N=3)

4 -0 D-TatL-28% (N=3)

30+ -5~ Nerinetide + -PA 135 ug/m] (N=3)

?8 - [-TabL-2B9% + t-PA[135 gl (N=3)

0 - - v

Ly
0 5 0 5 M B N B N
Time [min]

FIG. 6D



WO 2021/165888

Peptide Content [%]

Peptide Content [%]

PCT/1B2021/051405
16/27
X 4
; ﬁ X _?,
x L

—0— Nerinetide (N=3)

\ —3- Nerinetide + TNK [37.5 ug/ml] (N=3)

—~&5 - DFTat-L-289 + TNK 135 ug/mi] (N=3)

FIG. 6E

.,
L T
e T
o
ey
o,
o e
>y
e

oo
e 3
.
e+ e,
o
e TYSN

—0— Nerinetide (N=3)
3~ Neringtide +TNK [6.25 ugimi] (N=3)
—&5 - D-Tat-L-2B% + TNK 6.2 ug/mi] (N=3)

5 10 19 2 % 30 3 40 15
Time [min]

FIG. 6F



WO 2021/165888 PCT/1B2021/051405
17/27

40~

o |V: Nerinetice [7.6mg/kg] (N=4)
¥4, £+ |V D-TAT-L-2B9 [7.6mg/kg] (N=4)
30 -
25

Peptide Plasma Concentration [ug/ml]

o]

e

0 5 10 15 20 2% 0 H 40 46 0 % 6
Time [min]

FIG. 7A



WO 2021/165888 PCT/1B2021/051405
18/27

120 -

100 ~

AUC (0_1 h) [ug*min/mL]

40

pi|
4

i f
Nernetide 1) D-TAT L 28% (V)
[ 6mgleg] 76mgleg

FIG. 7B



PCT/1B2021/051405

WO 2021/165888

19/27

9L Old

100 010 (Byuwnw)

08'10) i (U 2080) (U0) o

e 50, (U, 0n) 58r0) o

ot A5 S

1 0ol (W)
(Boy/Buig*2) A (BB ) JajaWeleg 9jaUIY09RWLIEY
9682-TLY1-C Al SpljauLaN




WO 2021/165888 PCT/1B2021/051405
20/27
Experimental Timeline
ny ay
= =
E ==
w | DALY o) 58
w0 = o = o s DE g
5 2 Placebo £ 5! g8
= & = < @ = @ s
= = % =3 y & s S
| » | e / I H
50 60 4 5
Laser doppler & ;fn rélbn -PA n? f"-:"s éi
BP recordings ’ ’ Infusion
600 #
" #
= 50 *
E‘ g;?"&g . (-] ﬁ—ﬁfﬁ AAAA
> e )
£4- : &
=
£ 30
£ M0+
5
= 100+
() Lconcepoon 9a%u% W RN NN\N__
Sham  Placebo Nerinetide D-Tatl-  -PA Nerinelide D-Tatl-
289 odo +i-PA - 2B% odo
+1+PA
Neuraprotectant at 60 min Both at 60 min, Separate Veins
D-TAT-L-28%) oo ¥ *
Nerinefide + +
t-PA + ¥ *



WO 2021/165888 PCT/1B2021/051405

21/27
40 -
% 3 - 4
= I ' *
2 % ey S
2 - *
£ ~ oo a8 of° . k 4
25 # o1
5
Sham  Placebo Neringtide D-Tal- PR Nerinefide  D-Tal-L-
2B odo +IPA - 2B odo
+tPA
Neuroprotectant at 60 min Both at 60 min, Separate Veins

Nerinetide - - + . i .

ft‘PA " i - - + + +



WO 2021/165888 PCT/1B2021/051405
22/27

12 -
114 *
10 - A Ad AL
o G Adpra  ATA
~ 8 ZE5ER |
© 7 A A &858
=3
R b
o3
£ 5 LALBARA
K=
2 4 548
=N -
7 4 a
1.
G ‘:l"“" T L Lo T T )
Sham  Placebo Nernefice D-TaHl-  nPA Nerineide D-Tatl-
2B%. odo +-PA - 2BY%Lago
+tPA
Neuroprotectant at 60 min Both at 60 min, Separate Veins

DIl © : ' - : .

Nerinetide - - + . . +

WA - : : P :



PCT/1B2021/051405

WO 2021/165888

23/27

00}

6 Ol
(SaynuiL) s
08 09

Bybu ¢ —o—
Dy 097 -
Byl g’} - o
Bybw 6/ -o--
By gJg'( -2
By (7 0 =
Byl o' -
Bybu 70 --o~

0008

0000¢

(1S Y dnou efesop uaseyip jo soalns Aueay ur |-yN
J0 Uaijesisiuitupe ;| 8y Buimojjo} SuoeAusouoo ewseyd uesjy

Bu) uoneusoUoo useld ueay

=

v

~—



PCT/1B2021/051405

WO 2021/165888

24/27

V0l Ol4

(o) o]
0 % 6 % o0 % e g 0w S 0 0
] I i | ! I i 1 i I ! ,&o
P T W
]
- 000
- 000
- 0007
- 000
- 0009
- 000/
- 000
(p=N) [uoneredes 8sop Uil (7] -] pue apieuLiay -~ - 0006
(#=N) [uoryeredss 8s0p UIQ }] Yd- pue 8pioule - - 00001
(=N [fisnosueynwuig] v} pue spiauay - i - 000l
(6=N) euofy spioulaN ~o—

- 000¢)

[wBu] oneAusouon euseld



PCT/1B2021/051405

WO 2021/165888

25/27

g0} Ol

uoneledas Ul o Uoleledas Ui ) fisnoaueynuig
Ty HdH 2
+ + +
aplieuliaN aplieuLlaN apieuLiaN TOEEITEN
i § i | O
- 00062
L”_V - 00005
%ﬁ_ - 0006
] - 00000}
aka - 00052
* _ - 00005}
s - 0003
- 000002,

[y, Bu] (090) ny



PCT/1B2021/051405

WO 2021/165888

26/27

Q01 Ol

£00000°0 +810000°0 £00000°0 +,5200000 1100000+ 600000 (000000 + 9400000 Byl
9G6€L0C + 90 56007 EE9ChIL *49/ 616501 8CGCEL) *40G0LGL  LGYTSE) F Y6 7Tl LG (U ) (O
€9 060EC + 96 9418E CL8VL0) +4Lv'LL0V00 (650r91 +.C01980L {6916V * 60'899€ES (U, i) (iser-0) oy
€01 +196 6/0+€C8 160+¢58 E1+1E8 (uw) 771y
000+000! 000+000 000+000 000+ 000 (Uw) vew
89889} + €7 9E16 (0SS * 9166/ L8016 F £} £'%EYS 0889+ 0y ¢CE0l (uybu) euwn
(7=N) uolieredas Ui gz~ (y=N) UoneIBBS UILL )] (#=N) Aishosueynwig (e=N) A —
Vd-} + 9pHRULISN Vd-} + 9plouLIaN Vd-} + 9pljouLIaN ouo|y apiauLioN




WO 2021/165888 PCT/1B2021/051405
27/27

50-
- L *
- i
= ¥
2 3
= A
% 20 s A |
= 1 aAla -
10- ff I
b~ %égj i a1 '.\_;ﬂ § &
SRR 7.y A Pt 4 A
Vehide Scramble 0005 005 0% 25 76 12 %
M W 1w w11 (1
Nerinefide dose(mglkg)
FIG. 11A
A * * *
A A * *
:: & A A & A A A
g F.y A
= LARAA ala
§ & Ald ALl
g ; ; AdBA A aAba
g & A A A

Vehice Scramble 00025 005 05 25 768 %2 %
(12 (4 (13 (1 (4 () (1) (12 (14

Nerinefide dose(mglkg)
FIG. 1B

SUBSTITUTE SHEET (RULE 26)




