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Fig. 3A

B

Size exciusion

-

oy,

7 ‘Uiimmntrifugaﬁon

\Y\\\\\\\\\\\\\\

Crude PRAF isnlation

chromatography

PNseecceccceceRRRRRRR TRt

oy
R %

Particle number (NanoFCM)

Particle size (NanoFCM)
Protein concentration (BCA)

PMP Characterization

Ay,

s,
"y,

A

000G Rg
50 soin
Wash pelist 2x .
100,000 x ¢ 60 min

P,

&
&
N

\.\.\.\.\.\\\\\\\\\\

RN w N
WM A

. §
AR RN

isolation”

e

RIS RS RS R SRR F RS RIS RSy,

1Y

s

P

g

4/44

SUBSTITUTE SHEET (RULE 26)

5
W3

PCT/US2019/032473



PCT/US2019/032473

WO 2019/222390

uoljoel4 uolinia 33s

.................... R . 00+3000

0T+300'S
§TT+300'T
{o17+305°T

TT+300°¢

suoloely
diAd

§TT+30sT

¢ ¢ 114300

(IWD4oueN) uonoely >3s
pPain|a ul uoljeIIUUOI dijied

qw/3|211ued ‘uollesiusd’uo)

qa¢ b4

5/44

SUBSTITUTE SHEET (RULE 26)



WO 2019/222390

Particle size distribution and average
particle size (nm) per SEC fraction
(NanoFCM)

Fig. 3C
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Fig. 4C

ey
B’
N
<
RN
~
=~
S
hd
b
R
W
™
hae
R
83
&

&

N

=
PR
S

8

A

2
™
s

W
2@
T
o %_ o 3
[ 52) W
[V A §
D e Y
&S os o8 RS
= 2 = :
a 5 = s
R R

without EDTA/Dislysis

o ELFTH, T
it EDFTA, TR

s

w

& S
K X
- &

10/44
SUBSTITUTE SHEET (RULE 26)

PCT/US2019/032473



PCT/US2019/032473

WO 2019/222390

UL HOOE D35
g1 91 vi 2 (1 2 G p Z m,.

Grrrsifrress

=¥

o

i
| suonoel} diNd

v’/ HA sgd yum sishjeig ‘viga e !

9'8 Hd slL yum sisAjelq ‘vial - P

9 Hd SIN yum sishjelq ‘viag - L

sisA|eld/vLa3 InoyUM N \

%
slueulweiuod

SUGIIIEAL Y% DOIND Ul U/ B0 uoiRIuBIuO WBI0L

W/ ER ‘uopeiuRiued ugod

av b1

11/44

SUBSTITUTE SHEET (RULE 26)



PCT/US2019/032473

WO 2019/222390

it
sk

i Agdesburencsyd
., uusnpsasng ;

{4443 vaneagy
G W peaelwey 7

H
nenymos sy

VS "6

12/44

SUBSTITUTE SHEET (RULE 26)



PCT/US2019/032473

WO 2019/222390

81 91 7t 71 o1 2 g b 4 0
“““““ i
R .
% ya o ow
" H o
i ‘.
\\\\.»z\\\\\\ ”m““ o M)
7 o}
SJUBUIWEIU0) \\\ 504
i
£ UURoT 335 (AL v
.W....\.
7 U006 el R
3
T UUNIO0 9% e suonodel} diNd P
bR ¥4

SUBIETEL
3a% snaedesd poangs w0yl WL 087 18 SUROsSyY

q¢ ‘b1

13/44

SUBSTITUTE SHEET (RULE 26)



PCT/US2019/032473

WO 2019/222390

JBOLUNN UOIDEIE 338

=
o
et
<

7 23 Gt ¥
................ ﬁ%\\.\t\\\,\,\.\.\.\. i \\\\\\\\#\%\\«}Sg

£ U0 T35 eeeifonn

B0 VG e pore

T ULIN0D 35S il

suopsey 335 ngedeil peings w [ /An) UoRBIUAUDT UIBI0L

I
S

%

7
74

sjueuiweluo)

suoidel diAd

?
%
Z

?

?

%

y
?
7
%
P

Y
P
%

4

N

AIUSUGT iS04

-l

T En von

D6 b4

14/44

SUBSTITUTE SHEET (RULE 26)



PCT/US2019/032473

WO 2019/222390

FBUUIY UONSRI 3%

0z 2% 5% i) 27 ot g G 7 7 ]
.............................. .\w
Isf

P rat
SJUBUIWEIUOD B
v &
44
o
R i
30 3
£ U005 il PP (>
RV i
0
7 ULHHOD 335 et )
o
E 1
T UBITHOD TG wifprr -

suonoel} diAd
%

SUCIITRAL 335 UOWIB] DBINB U1 {1y WL 0Z7 18 2DUBQIOsOY

as ‘b4

15/44
SUBSTITUTE SHEET (RULE 26)



PCT/US2019/032473

WO 2019/222390

IBOUING UOHDEL 335

74 %1 97 13! 71 01 g 2 i Z G

“““““““ Gyt sttty {3
007
faTons
W

£ LRUNIOD 3G e

7 UBIROD a5

PRUG e BN 2 SJUBUIWEIUOD

TSN UOIBIURIUOY) WIS

suoldel} dINd L os

UG 335 U0WR] paIne U (U 3n] UODRBIUBILNGD US04

= [ F

16/44
SUBSTITUTE SHEET (RULE 26)



PCT/US2019/032473

WO 2019/222390

WU §'GT -/+ WU £ 0/ :92IS UBRIP3A WU G'pT -/+ WU §'T/ :9ZIS UBIPIIA|

SRS B,

s
[
5 %

L p
W W
3 $

i 5
=1 &“ M, JW/sdINd TT+3ZE'T 4,
TW/SdINd TT+32°C x
q 10|d 4311828

10|d 4313L28 o INJ40UeN

IND4oueN
44

uol13ez|[149)s WU ZZ'0 4938 uol1ez||1491s WU ZZ'0

suo|3oely H3S paulquod ul J914e suoljoel) HIS pauiquuod ul

UOI3eJIUIDUOD d|Ald Uow ] uol1eJ1uUlU0I dAId Hn4jadeln

Hg "bi 46 ‘b1

17/44
SUBSTITUTE SHEET (RULE 26)



PCT/US2019/032473

Tl 18 UORBONIL SAR

37

7

ShiAld UDLLIS ] —w—

S nyadein..

OU+300T

COLTHEOO

cb TTHEOOY

/5dd

fL

18/44
SUBSTITUTE SHEET (RULE 26)

WO 2019/222390

vvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvv e ETHEGOT

Jo¥7 38 ANIQE]S dINd

HS b1



PCT/US2019/032473

WO 2019/222390

g G

BITAR PR

BLBBL) BIOLBY BT
,,,,,,,,,,,,,,,,,, GO+300°0

................................ TI4500°T
7T+I00°7
TEFI00°E

,,,,,,,,,,,,,, Mwwuﬁﬁw

,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, TSNS

S

,,,,,,,, ZEHI009

......................... d 7EAB00/

LT+300°8

(319A2 T) Aujigels meyi-azaaid dINd

TW/SdING

1S "B14

19/44

SUBSTITUTE SHEET (RULE 26)



WO 2019/222390

Fig. 6A

Particle concentration in eluted
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Fig. 6E
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Grapefruit PMP concentration from
combined SEC fractions

Fig. 9B

NanoFCM
Scatter plot
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Grapefruit PMP size

Fig. 9C
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Lemon PMP concentration from

Fig. 9E

combined SEC fractions
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Fig. 10E

PMP size in combined SEC fractions
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