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Recovery of Multipotent Progenitors from the e
Peripheral Blood of Patients Requiring Extracorporeal b | Firobiest Nevtroph
Membrane Oxygenation Support

Neutrophil

Swollen, injured
endothelial cells

(HFr) Ware et al. NEJM 2000; 342: 1334
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and Carolyn Lutzko??

© HEALIOS K.K. All rights reserved. 4



HLCMO051 ARDS ONE-BRIDGE: kR

iR ZFRRESE E T HDARDSEE Z W RICHLCMOS 1O BNMER VL4 ZIRETT 55

| ONE-BRIDGEZ£E& Cohort#E#

B AN TR ee %
B F DARDSEFH
i
COVID-19
— BRE
s

COVID-19ffi % B e 51 D 8B #0 #4 A #1(Cohort2) (&

© HEALIOS K.K. All rights reserved.

Q Healios

[REEA

-

Cohort1 : fi A H¥ARDS % X%

HLCMO51%f
> o 2041

@D |
1

\_

\ IEAE R R Rt
1045

BB L LT
- 201948 ~2021%E3H4

- TEFHMIER
VFD*(Ventilator Free Days)
BIREHMMIEE (—&k#)

JETE (28H. 60H. 90H.

~

1808)

/

*VED (ventilator free days) : % 5#28HH D 5 H A TR 2255 L H5h > 7= HE

/

.

Cohort2 : COVID-19F33ARDS % I 5

HLCMO51#% 5 545

%2 2 5P
2020F4H~2020F8 A

\

. PR L TS 7iakR0 iR 5% (Cohortl) & (ZX R L TETE



ONE-BRIDGE:=E T — X2 (3% 57%180H) () Healos

 EEMIET—F BV TH, FCEEEHIOALN L AEORENEONE L1,
| Cohort1  HLCMOS13& 5B IC BT, LM ICRIEIZRS N T
SHERERE L LN VFDTC9H (FF9E) . ECERTH39% (BDER) OBEN RSN,
| Cohort2  meMicRIBEIREDONT, BTHIE—BIHHT =&k
B 5141 5 24 B 28 B LN IS A TIFIRIE A SEER. 55 3414 3 B0 28I B+ HESD,

Cohort 1

Cohort 2

HLCMO051#% &5

HLCMO51# 58%

TEMIER FTEHMER

VFD (#%5#28HKD S &. N ZEEICRHIBEIX

AT % 2 L1 > 7 B 20H Ll =1 2w 5T

X EHmIE B E &= =!

FET-R (541808 LIA) 26.3% 42.9% 25H
FET-K (541808 LA) 0%

[ (HFMBHT —%
© HEALIOS K.K. All rights reserved. 6



e X I‘ U jj}l/?\_ﬁ & UDﬁﬁﬁ‘ﬁti’DL\’C QHealios

ERERATEZDANERIRGEMEBEE TH2 [E XA MY AT =2 D] DR

« T—&XY—XR|F2021F 108 |ZE s T 5 Scientific report (Sci Rep. 2021; 11: 20051.) (Z T#RE
e ABRTHA VELEL ST/ T —REDTYF U IIRHBEIToTWET,

UM = (CUNE L 7-

EX MY AILT—X
104FEA

ONE-BRIDGE: &
HLCMO51%% (20%E)

®
® @
ARV TARATICED
. <y FT

EXRYAILT—ZH 5204 % L.
ONE-BRIDGEZE OHLCMO51Ef & tb#k (VFD,SET-XK)

© HEALIOS K.K. All rights reserved. 7



£ X I\ U jj /[/7__\\— /)LZ C\f_ @tt@%% Q Healios

ONE-BRIDGEER & Rk ICVFDDER L ETRDOBEHNRDPEONE LT,

vy FRERFYALT—RELA HLCMOS1EEICHE WL T,
VFDT8.1H (FiE) ER. FETHRANKI33.7%EWER (GRDIR56%RE) 75 - 7,

] - P=0.0110
o %y F 7
25 4
VFD (I85%28HMED 5 b, f |
ATIPRIEA 5 L1 - 7= B ) 14.8H 6.7H

| |
TEHmEH
20 -
15 -
B 10
{ P=0.0536 \ 5 7
26.3% 60.0% 0 -

P=0.0110

BIREHEIE H

Yentilator Free Days (day)

FECE (R51%180H)

HLCMO051 # Matched Historical
N=20 Data
N=20

(HAM BT — %

© HEALIOS K.K. All rights reserved.

8



HLCMO051 ARDS 5E& 1B @ Healios

| ONE-BRIDGEEE&#ER

2022FE38 XK
PMDAE OB A EEER LEFERIERZ E5HE
201944 3 20214 3 A 20218 HHBROBHET — XNy T =V ICHIR T,
8% A NUESHA HAANZT %—, gk (RE) F—REBRHINNELE OBIENLH ) BEHETTE
® ® [

e

AR

* HOREMBEERSEMICIETE

© HEALIOS K.K. All rights reserved.



\V 71§E7#< oW T (\,) Healios

BICERR CRBEZ M T 2BMAFEL. BRMERICAR S Z & TREBNERT 2HX
IWg |72 FREIFEEZERIL. 235 A~ 33BA

REEECEREESL LS %Ltﬁﬁ‘ IERIS R 2D, BEEZTKL .

65/ AL DR/ E Y D37.9%., NMEADEICHE STcED2L TR D WIBBELIRA L EHLN D,

| FAEHBBREREICIE C/ZA

FEAE1R D HE@ I ]

————————————————————————————————

MAEBERNE s

Mmooy X 7ic&b)
L BEOHESY |
BRI A [ U w2 _ (HiFF) Athersysitigft

________________________________

BIEROH T
HLEMOSE <::#£Eﬁﬁtﬁ%ﬂﬁﬁzkzz>

X1 O ME ICFEE - - ORE AL I MiEERE,
X2 BZE L 7o BB AR 0 e % B E AN T 2 F (2 TR 2 B & 2 %885,

HLCMO51(C & » CTINIEZEREE D BE el KBICER TZ 2 Al8e%

© HEALIOS K.K. All rights reserved. E) AERTE, BEESMRICHYT 2 EL o onREL, —RNAREROZBEIERMZERICTY 2B LTEY EY. 10
BEICOVTE, BFEORRCIERSBICE CTCERS N, LU OBEELEESNTHY £,




YEFR#F (Mode of Action) |

DWT ; IHEZE TOMHRIREFH

=N

’*«f N - R Gene Expression
e ﬂzf‘ 4 R ITNF-a 1IFN-y
* ¥ - . AR tiL-6  tIL-18
L / Neuronal Cell :;’&::2 1GAL3
t M1 Microglia Death

‘ ' ' 4 FE
%%’““‘
4 M2 Microglia
1
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MAPC Therapy

1
=

Preservation of splenic mass

ll\'m
/1 l\

——

f/"' -
% 5

A

Neurogenesis

Gene Expression

ITNF-a  {IFN-y
HL-6  1IL-1B
ICD-8a IGAL3
IMMP12 1IL-10

)

Figure 2. A model hypothesis for how multipotent adult progenitor cells (MAPC) enhance recovery after stroke. In the untreated scenario,

ischemic stroke leads to the activation of the peripheral immune system, including spleen reduction and the release from the spleen of

proinflammatory cells and cytokines. These proinflammatory mediators contribute to worsening blood-brain barrier (BBB) disruption and
central nervous system (CNS) inflammation mediated by M1 microglia. An intravenous administration of MAPC reverses splenic atrophy,
promotes the release of anti-inflammatory mediators from the spleen, which ultimately leads to less BBB disruption and less CNS inflam-

mation, and the promotion of a proregenerative environment. IL indicates interleukin; and Tregs, T regulatory cells.

M1 Microglia : BE %
M2 Microglia : R4
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F4/80: red pulp M
CD169: metallophilic M<l>
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(HHFFr) Offner et al. (2009)

(HH77) Walker P, et al., Exp Neurology, 2010
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https://www.youtube.com/watch?v=uIJ0BtkI_hA
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