WO 2020/159444 PCT/SG2020/050043

1/18

IR 3 Sesh

Basetting, %
& % 7

%

=
A

»»»»»»»»»»»»» L R R

Sunceyler  Uontel  Mesloghi

&b§& ik Prosent
Leitisoyies

g

-t
oy
"

oo Control

% —————————— 8 CE4 onooytes |

R W LA monosytes §
W QP4 PEMCs Y
= QU4 PBMOs §

--------------------------------------- mm THR

BAHH

Roseting, %
a2

K555,

2]

V]

%
pr

P

%,
&
.

Tk
)
ol
®
by
@
Lot

Tty

Gpeocotitpebpocttectpoootecs,

4 WE B
P
%

bt
L3
k4

O s we  tse gop 250 Contrel UT  MT  GSUT CSMT IFN,
THITS ol murbesy (010° ealley

Figure 1

SUBSTITUTE SHEET RULE 26



WO 2020/159444

2/18
Whole Agueous
F0; 400 ot
' - h T
§03 goi
g o o i
3 = & i
& oo - @ 80 ‘.
B B ' g #
[Z ; ] ;
3 2 k
B X -8 @
& 6 %4_:1: " 20
Contral  Whele Contrat  LBSMY
GERNT ag fraction
e . §8-
R R e
X @ . e -
¥ & : g
I . £
53 E
&, g: - & § 28
E 3
8
Sontrol  Whole B Y
ST #q Fraobion
DA 13@ éﬁ

Frachon
=38 kDa

. fafefpanug

Resatiing, %
v
(=]

<30 kDa

Figure 2

B owivey

Frsction Contrel  Frection

» 30 ks

SUBSTITUTE SHEET RULE 26

!

o
2 .

PCT/SG2020/050043
Lipid
A5y
0
8 : P
& &0
E -
- R -
§ 4
£
el
£
Cantrol CRMT
lipid fracticn
0
g
&
g
8 N
®
s o
E 3
i
&.
Contral  GSMT
Hipid fractiow
f \\\\\\\\ REE s
REED 3
*
Sontrol  Fraclion o fraction

x 30kDa o J0kDxa
. fetedpraram ish-adapted Hags



-

Rosetting, %
B & g

WO 2020/159444 PCT/SG2020/050043

rerrrrerress

B O S G & B fsloiparane
e 8 PRl s ol OSYRYE

Fi SRk TREY 1~

PORTPIIR:.

Hosetling, %
m.
ol

“{‘";“ Ty
204 E

& winy

kel Ak B

H
2
4
4

ontr wot T s y y
ekl oy am Control CRNT CSMT
GO ¥
an A0SR

8 faloiparam R —
& vivax & = T S NS
2RER e ER R

| PTIOEIeD

3
1

¥ 3 T
Lonirol CRMT CEMYT
& *

anti-Nil arni-Mage

Figure 3

SUBSTITUTE SHEET RULE 26



Rozetting, %

WO 2020/159444 PCT/SG2020/050043

4/18

p -
{137

5

B

&

2B

Sty %
%

%

»

PssA3insg, %

1 i
_ W
3§ £ dfipang ;

: . . . . . ¥ ) & waie
B HoOoE & RO & . ;
& g N \%@ @Q’@ L \5@ ﬁh@ f:i"i\‘&

o A

TGEEFTY, agimt PRIGFRPTL, sqim

3
Lo

B, faloiparum B vivax F. falciparum F B, vivax

k- m

<

& AR L
. N b

2 N 3

i §

i el ot

: 88 R
) = P
: ¥ S

i g

(54 = 2

¢ &P

i E

i i & &

x k (\\g
1w H
p N

: N

: N

: N

: N

4 af

GFRRY
IGFRRT

OSMT  Conbel  SHURRPS

H
-
e tod
3 N 8
avas P
¢ 1 % 8
[
N
N
v v N . §
vl P
HE S SN
Py
Hy
g g
A3
W __‘.m»'“‘"’*\‘“\\‘—.\\m\“‘
:%5 0
&
S R -
B AN
E" EE: hat
43 e .
; s g
O
-
1§

§OE 9% % ab 05 A0 BN &0 &5 S 56 89
HEFERT po-incubatinn S, mind

Figure 4

SUBSTITUTE SHEET RULE 26



WO 2020/159444 PCT/SG2020/050043

Fsstivgg, %

Rt %

&%

b

L

5/18

A v B isleiparum

5

x4

e

3

p

oy
&

Unissld  Uimbested 1 g - 1 mgi 1 eaghd
B/HT REC FYosHANEE  MYpSHREC  WypenREC  BypeiniRBC
* OFBPT +IGFEET « SGFRPT
i 8 o - o
S 2
BRI . ARBAEEENR -y oy
R N T . I S R P PATRSS TS
FEIS FELHF WY

MIFERY conusnisation, agdm

N2

E

Roa

L] >
FIFRST- IFRPY
$rw R g

Figure 5

SUBSTITUTE SHEET RULE 26



WO 2020/159444 PCT/SG2020/050043

6/18

o
Y
N
N
N
N
£

" " 3 SRR —
o 2
S _ :
g 3 ® \
J N 1
 &8) g i
{ & i
3 S i o
T ® | M
3 ; : TR
¥ p uRRO
8
sartved B
LHRR wRESA
E ~BERF
&
4@
W
&
g
&
3¢

SMEORE  Dontel | MGPEPT | setonRt AREGRY | Sonef | JORERT  anhoRi
PR + HOPRSY

womd o LRI RN

U : : - :
+ MIPBRPY «» NaFRNT + PIFRPY + KEFgPT + ERRY & MSEERT  IERRT « B

»
¥
-
PR S e e
£, fafeipave
"i‘)“ -ﬁ» &~ - &a B “éa.- Y ~Ag
&

+ % - + » + & 3
SHRT THRT CERY LI TRMY TRNEY TRT RRY

Figure 6

SUBSTITUTE SHEET RULE 26



WO 2020/159444 PCT/SG2020/050043

7/18

A B c”
H
AN x H *
H i e B 5
- - wd H * i et
A =1 ¢ " & H i { 3
i H i o 5 H i i &
i i i S i, H i
3 ® i 3 e 3 i
E 5 %03 3 * i i
+ 3 & 3 !
i o > ; H & 3 i
1 H N H i
s S e o i i
! & i ' i
3 prneazid : R S
. ¥ H
&b s i
. ; b : N
Haeagn Mowas Fioced Pleved Canbral anfARE MIFEET  ambwRF & i R @ N
Horuen  Soruwee  RooNan  Suman + ennnnaanTacianadd
* FaoreRe FRaveeN ey > »
- A R Covdrot IGFSIRT  UWF  OREOY Gontee! WIPRET VST  IBERRT
SRS » 2
) R By
NIRRT IR | TR aRvnne-SNORE IR
D. E
o
v R ey
& = > i
N * §
H
& * = - 3
<+ R AN » *
- - - A .
E s
2 o * i
- * - SRR, S—
% R 3 2 7 «
Conired B TEPR ERERY oxia sty
& 9 B 82 8% Y e o
VR, e Ll T
% Eaisd
xex
3 t
pg \ i .
* & i
% i i
.g‘ &
1EE. 5
& 8 1
W :
(K T
£ &
§ w® %
&y
Ly
¥
& ¥

2P

S S A R A S

@ - v > N - < - ANGGHN AXR0P
T W Ted s > ok S S-S 1 <
R3O + 5 * RPEDY
v : WA
TN e SRy
e
W g S

Figure 7

SUBSTITUTE SHEET RULE 26



PCT/5G2020/050043
8/18

WO 2020/159444

* SRR RER

N

Y
W

fa
A3
W

Yy
P *
WRRGe

2 %
2 B |

TR R

S 1

.

¥

3

S
JECERERVENR A JVERRRRRY

SRR,

S

hos

G

E % %
b 2
-
s
A
% k4 %

A RGBS LA

S
$rtte e -t S
K k4
% BBESY

TN

.
i “N.‘;

s
¥ % F %
R AT

%

grerrssesEanesans st

*
*
P
B
B .
H
H
E
i
4
H
H
H
[S——
3 E %

%
7, s RS

G REGELIG

%
TR %
P .s

®
*
AR R

®

*

x
Loy

A

o SRR

R

RO

Figure 8

SUBSTITUTE SHEET RULE 26

NIRRT

fes

s ek



WO 2020/159444

RN

s D

S

&
EN"

9/18

Figure 9

PCT/SG2020/050043

N
"N

R

N

4

IGFBPT

SUBSTITUTE SHEET RULE 26



11111

,,,,,,,,,,,,,,,,,,,,, Unstained

URBC

_URBCs + IRBCs

Figure 10

TTTTTTTTTTTTTTTTTTTTT



PCT/SG2020/050043

WO 2020/159444

11/18

TT 24n314
adiies atdyos

adfion sifios feuopn Apod uciAed
ol “ob alz] ] adiost adfos]
BENC BEOCH BENOY plieleior® adfion zd 108 ey Aod e Aiod

+ + + + Tl ‘of o o8
845 148454 LA845% LABATE BEOMY SEOY BENGY oy L8451 [BUOT

i i i i i i i '] } 3

Py

E Y 2

{132

L]
&

115

vy “Bupesoy

SUBSTITUTE SHEET RULE 26



PCT/SG2020/050043

12/18

WO 2020/159444

ZT 24n8i4

St} L ﬁuc\d\ w&cxﬁ \m w Bonssay e

SRR g e AGBSES PRIRE L 4RI FETAS B TR BV | eesssessssosssesssessssossssssssssss oS5 eSS 5558 55555 0550
: 3 .F 5 Sﬁ.\ \“x 191 AE&EAE 3 .n.% Em Q. 4
- = E «mw.. E %
: 47, -
ki W IRRGNS Y3 SIRT PUR WP AR
L M £ 30 06 SOOI S RATRR0, 10 BasBan e R fand
£ LTSI H
ok K LSt Banay £ gl 5 ¢ 3 ) ;
: ESEURL (Y 30 U = ) ST R EEGAY B3 PR DA g0 S G o 08 BN v SRR pRRORs P
. . o e {57 4Y oSSt A0 BRI UG BN GO G LE = 0} LIRAT p %
{9t} BOMILER03 POV (RATH OB TA554) 10 100 T _ -
; . P
] T PRI L AR A Y 15 L 22 : ’ 4
, AT
L YRSEN LR { A S PR 30 g ’ ’ t
‘ A A UOARIIAMAURIRI0F W {4 2 Ui Zaid
: U TR (5 480 V6 4D YRGBT 0 3ol 74
; IS DI I Y LR 0 s
v |
[ P A QOB RS UD At Ju ey Y
B (R A Pty HUESTC DEIRIEA - L4t ) g
: {5 = uf 58z
. v . » . 3 - ——— e
Lot} sEpmeaid phan pee ) U spien Buaiase BYYESBL NGDARAL PA0OE d
Pl \‘uw “ Apuan gy Runaannd jo wagepgen “h
: 4
ARG PEEDEIL £ 947 10 ATy
: [7 = e BuoiRsnd U0 NG WASEN e ik $15aH Y
P faoi) OREIIIS DYDSTS PRSI L 4RI I DRI : :
ALY DRI IA-FIRES ) RO O S saes » G = 4 PEERICRSOm Bl
03 STYIRE TR 3R850) STuanie pay wa R SRV “ : »” H
¥ £ PRS- ss N PAreEs i g o 3 : JpI0g ; B0
asstiing-tgy | BIAULNG L]
» [ i

BRAL RISy SISTEITE B3 Tbdh O Sa3IEY

SRIOST U SAIRIOSE BUMTY

e

Yo Toffal, prove seghaonnis | %
TURITERP SRR IDIREAIIS 5350 40 :a,“m\.am ipy : m

winsndiznef o XDAIA

SUBSTITUTE SHEET RULE 26






WO 2020/159444 PCT/SG2020/050043

14/18

14
i
12
®

g ——
g —— 2 ®
Lo
3 ®
5 6
o
o
8 4
0

2

0 # Before IGFBP7 administration

& After IGFBP7 administration

0 ‘EéD
rmiGFBP7 (ng/mouse)

Figure 14

SUBSTITUTE SHEET RULE 26



Blood ghicose (mmol/ll)

WO 2020/159444

14

12

10

b2

15/18

PCT/SG2020/050043
#»
8 &
&3
®
&
&

s Before IGFBP7 administration
& After IGFBPY administration

T
Uninfected
untreated

1
10

[

L] 1
20 100 500

rmIGFBER7 (ng/mouse)

Figure 15

SUBSTITUTE SHEET RULE 26



WO 2020/159444 PCT/SG2020/050043

16/18

ECM window

50

P
3
b
b
b
3
b
by
b
3

e

e

Paraaeraia {95}
Ly
<
3

) ¥ Wng
10 -
& #ng s

& S og =k

1

:
P 3 ~ Ny BT e
H ) & 2 24 36

5 post infetion

period of IGFBP7 adﬁ%inis&ratim

Figure 16

SUBSTITUTE SHEET RULE 26



WO 2020/159444

17/18

ECM window
100 g
90+
B0 - L
Ve
70 .
S i x .-
g
£ 50 ; -
=3
W 404 . - = =
204 n——ji
. ——— ek
104

T T 1 r L T §\ T r1Tr.rr.1r rr1rr+¥ H\‘W
0 2 4 8 8 10 12 14 186 18 20 22 24 256 28
Days paost infection

Stats {(Log-rank Maniel-Cox test)
Denatured 500 ng as conirol

10 ng. **

20ng: *©

100 ng: **

00 ng. ™

Figure 17

SUBSTITUTE SHEET RULE 26

PCT/SG2020/050043

Denatured 500 ng (n=8)
5ng (n=7)

- 10 ng (n=8}

20 ng (n=8)
100 ng (n=8)
500 ng {n=5)



Z il
7

: §§§\\§5 mM

ot o
G e’

CARh Ty




