<

(VEO-10Y) AD 3l ¥ o ke ¥ 0,5
SU Wiy 95 jluigs 4l G S 3 (MIP1-0) 569 5lo eI g 30 531 (owy

S oy Lo ple Sl oy o i il T ilahon gt 5353 " Al [0 pds o O jolS 50

Yosljpled eiagl 55 L oyl e Ullils g a0 S

O

b g dirbw

e Kam gl 4 Ll g e g Sl (HSCs) jlus 35wl slad g 51 28 faad S (UCB) G5 as 095
2 ki b lad g p"\l BU Ay O b L g Brs sl .;L.f,I,E oslaiul 3 40 Ol gl
alise iS Lyl s 5s (MIPL-) 569 St olgdl 59 51 asdlae onl js 10 L0558 285 ex vivo Lo
W38 1A abil sy SU a0 Sl sladale L 5l Ciles 5 2SS

boorigsg dlge

b 53 g gilelds DU ag 05 5l (MNCs) glaa S sbd g 35 0 20 & 3 edkd fl;’,sl axdlas
(CBP) b uy 895 slewdy Aoy Ve L 5 (FCS) 6,@0,;.?“« 233 V0 L ol on RPMI 1640 oS
(IL-3) ¥ oS 5t sl (IL-6) & oS g 2l oS sl oS5 510 mg/ml L ol o (SF) p 30 las
53 (FLB3-L) i S 5LaS (55 5 B8 5 (SCF) 4l slad g A, 5 556 (TPO) (15 53 goo 5
S osls CuiS wdal gy Dde 4 MIP1-o oSG 5100 ng/ml ) s> pe (FEpyve-T

st

MIPl-0 g5l salass oli ,3CD34"5.CD347/CD38 slad s Ao ys Sl Kl NS 55b &
g YL 0T WL J xS gl 4 o

g

5315 (S fams 53 o gl pae b g 5 S gl (sl e 4 MIPL-aL 31 &S ey o0 K5 4
g on d sl gilslaas ol Eel ol S5 a8 gule oS 5 L ol o MIP1-0 ) 2>

SUA 05 GLS  aly sed s B (MIPL-0) 565 S gl 55 5 2suls lals

AR/ /X0 s il Al
A NV & s Gl

Olsssial o X5 5 (54555 12 55 Slan Sl S 0 =015 (Sdgp pske olKils JLtils = (554500 5 05 sy 58 -)

Ol slags =0l il e L sy 5 65595500 - (555 5ilen Dighod 55 0 =018 (S ke o200 = iS00 5 sk (55550 A1 el )lS 15 s il e =Y
VIV 1 g dS = m

ote o o — (g5 J 5les PAD Y

Olid o Lz 5 S350 2 (8350 len Do S0 — 0165 Sy pske oS> — (g5 5 ml)lS ¥

Ol Sy r}lﬁh@‘}*é}ﬁﬁb}lﬁuwujgfa

Ol jhe K5y 5 ($585500 - 3 slen lidos S 0 =065 Si gy pske oKz = (65 5len il alid)lS —#

Ol 5aa gy 5 550500 = (3 Slon Dl S 0 —0l,g5 Sy psle o83 =655 5 poul L) uliylS =Y

Ol gl s L5 5 (555002 i dslen Slides S0 -0l8 Sippsle oLl slil = (5 5SSl 5 095 Lamass (g —A

VFO



Sl gladshe 55 56, Sbe oLl 85

CFU-G alaxr 5D i 50l glaslo oy 35
(¥-A) 53 S . (CFU-M ; CFU-E

2L p27 5pl6 Gla s — Oy 5 = =)
Ol oS e s s e (RIS 5L slad
5 bl Eol gyl e S5 GO 3L s 1 Wad sl
o Jslse 5 Lagsls ol 5o bdsle opl Cuslis
52 (FF)358 e Sl Loy et b s Losa
S MIPL-0 g oS ol ol slgin Sladlas >
Ceaw 4 Sl ladshe pled 5l mile CiS lams
V)5 55 o0 ilis Slaes,

Ol s ad e s b Gua oS ol 0T 511
CiS e (b s adhe l ples pde (ol Olles
mlabs Bl e Slay e (63L 5 Sl Slin vitro s
sladlow b 5l Cxles » MIPL-a i asdllas ol 5o
Glabe s & Sl (p e LB s > CD347/CD38°
53 68 e o 5 BL A 0 ledl (sl
T Sl oS sl slagS sl gt
I FLB 5 asb slad v di, ) SU,Bignges 5

S Sl By 55

R gy 9 9100
(San SO slad sl Sl 5 SU o 002 4T
il ) oy 25 s 53] ek plol axllias
S s 07 Olals piom Obles Sl Gos ol p 3
5 Gadbe Vo g b @) 4 ol W g 050 51555
slassl s esls (s ol (s, e FO slaans ;s
Oyt A L;),TC_Q (o3 Sim o pezzes) CPDA
5 by lss (LK) bl J51LY) 40 ol b SL s
sy b S sS b Ll 3L el V=Y S &
Yo bl a s ke 51l o V e il
3 T e a5 25,5 5 (Sem) S 2l
S 35 SIS b S Sl YO rpm s
Ly ¥ 51 (MNGs) lanas SO slad s s
(55) RPMI 1640 <2 Joma s s 5 (65l
S a2l b ) U by sl iz

\¥5

‘pide

35 e S e 0 5 Ol e 228 )
S el glad s sy g ool
o3 s Ol lews 4 (HSCs: Hematopoietic Stem Cells)
(UCB: Umbilical Cord U o & g5 azidS ans s bl
S wl gladhe 5l s K e Ole «0 Blood)
alie HLA U odias 186 Olen 3 S5 50T L Cogr
OLSl GL A 85 5l aslizad 3 (1)l 0k - e
(GVHD: Graft Versus Ol ;e ade L soles 59
5 =S 0l gl 52000 50 L aeglis ;> Host Diseases)
BT S oty ol 5V gy g il
ALl Ol e Sl VL Ly 0 53 Sl
e omdaa Ve s aia T eSS e L)
V(O gzl

Sl pzme SU iy 055 Sl ealinal 53 edas Ja Ll
5 st SUad s oS slaas 5 (el e Vo) 0
Bl sl éb. S0 0 Mse ¢l p (’)N Sl s
Y\ 8l_, 5,5 gl sl sy Hlsatees lad
sl oS Jl 55 s e Y/0x) 2 CD347 kg 5 NC/Kg
G s O3 ek sed 3 el ol glad e IS
NUCHDS I VN IR R P R SIS A
ol 3Y s Oy 0 G O 5Ly slad she
sl pBala b wginvitro low ;3 bdsle pl &
Lo 5 A g Sl A Sl Ol (sl ST (il
2 eds S i L0l 00 (Jomily (A 50) Sles3
O s e lash slay Sl s iS Wl gla pSL
Sl sl s b gladshe sy B s e
SIMIPL-0) LT (565 Ste el 55 Lay sSG (pl
Sz o3l pl (O)AEL o b 1S 4oS o5l Sl sLael
MIPI-o .(\-Y)a s Ll el s SN U5
Lo sie S e SuSU prar s 5 edeS e 2
MIP1-0t &S 5 5 oy 5,05 Toslad sho 5 a3l SLe
Jlasl Sl dbace S & 2 lge o s el
el Galpl 5 JW sl glad v & T lad g
S5 I MIPL-L (F=8) 355 o (NK) 6iS (glad sk
Ll el Lol S o anslae adl 5Ly slaslor iy



AO QLL.«;U Al c)l.a..i LY' 092

>
59
‘J e At

JS a3l plnil g PESFITC L 455558 45
a SSHFC las Sl A BT e 4
BSA 13 Y sl=PBS L sind 3l w5 LA
& o sl sl oKius Lo s CD347/387 slad sl

A& 4 5 (Partec, PASIIT)

Haosls L JUT
Dl S L il gla e anlie sl
53 CD34" gladslw 5 CD347/38 slad v duwys
ool glrosls e 5 s aulous V¥ 5V glass,
(Sl 5 Jokos 5 523 SPSSVVD Sl5dl o 5 la
CD347/38 lad b dowos il5l abls 5 o Sbe
Aeal Cews 4 V¥ 5V glass, 53 CD34 glad she
one- 1 SasG Ly cidoin slake e alin oo

LS oslezwl paired-sample T test s sample T test

R il
Sy B A Osst 4 gl Yoosliad andllas ol o
MNC slad g slins Sl .o S 15 esla
ONx) & 5 5 ey Jsl 35, 53 CD347/38 5 CD34°
S Ole s el s 4 AYAX)AT 5 4/¥8)
Cilie glalass ;3 CD34" 5 CD34'/38 clad sl
A dslie 0SS LMIPL-a [y ps 5 gl )

F(SE) o 36 Lo

Slo 5 nSbe coon Sk @3l 5 i glajs, 5o
JSCE 5 ) Jsdr) CD34738° slad sl dsys il il
s 53 (F USC3 5 Y Jpde) CD347 slad e 5 (Y
5 SFM slaka s 5 Lal 35 SF Las 51 YL SFM
Ao Sl Sle was sl 5 axis slass, L3 SF
5 (P=2/\ 5p=+/0 c—5 5 42) CD347/38 slad b
5 4) CD347 lad b ds s il 3l S0l
AL S L (sls e sl (p=t/A 5 p=2 /Y

(FCS)FCSf/,.w Loy ] aja.ARPMI ﬁ.;r.acu/.&
Uil S VY 5V sLass, 53 FCM lase s
SEYN SYYO s 5 o CD34'/38 lad sk ds

VYV

Jeole sk Comam 5 S il s RPMI 1640
A3 S oled sholy 5 65l S5 5 LS Y Loy

e slagplsnln byl 5 ClS (slolms £l5]
coslaza
(558) RPMI 1640 S Laes ¥ 5 andllas ol
Lo Ve s 6olS i o o3 Ve Ll s
sladshoe Gl p Bl Lz 5 SU Lo 05 sledy
slapl gl 51 5 (Stem span", Stem cell) Sl g
Sliie 4 (R&D)IL-3 5 IL=6 SCF TPO (LIKJ FLt3
wAdeslinal L8 eule & 510 ng/ml

Sl sladsler 3T 5 s
L sws ) i SO 53 MNC J gl OxV 7 sl
osladdw b syl al YY 51y e 4 S
e sla plS gl (ol 5 S ladas ¢l
S0y ng/ml Lol e Sy 93 4 Jd g oS S3
55 de 4 MIPI-0L 52 05 L 5 (R&D)MIP1-a

s 4SSl Easb )y oy Ve L 5L SCICo, s anis

«  RPMI 1640 + FCS ., \+ (FCS)

* RPMI 1640 + FCS 4,5\ + MIPl-a

(FCM)
e  RPMI 1640 + CBP 1,5 )+ + (CBP)

e RPMI 1640 + CBP .-~ ,5\+ + MIPl-a

(CBM)
*  Serum Free (SF)
*  Serum Free + MIP1-o(SFM)

03 A sl ol () Sals ¥ oas g o (sl
055 ol Lae b 3 Laee 51 e gl anda OLL
S0 dsl 3as e badsha 5 Al (a g a5 el g o0

A bl eassler S5 5 es

Syl sls
i sl slassy o3 @ged ol sk VXY R
FITC L 4555 ,S CD34 15 slagsl sl L w230l
IgG1 slagab 51 5 (S15) PE L 5555 CD38 s



Sl gladshe 55 56, Sbe oLl 85

2ol 5 p3e (slass, s CD3T3E (slad gl slans wile 5 oy S NS W I PRVS

2 595 2ol 50,
S B gl Sl ORI ol Sl e ol
Mean (£SD) Maximum Median Mean (=SD) Maximum Median

SF AV £1Y/A) \t4 ¥ Ve (£ \Y/%) 0\ AN
SFM Vo /ACENO/0) 0f #/f VAN (£ Y/8) \og VY
FCS YO/O(+ VY /¥) YSY Y OV/¥(+ AY/A) YaA 4/A
FCM YYO(+ V2 0) Y40 \/¥ 2Y/N (£ 44/%) YV YV/A
CBP VY0 Y¥YV/Y) Y \VAl YV( = F/Y) AR Y/A

CBM VO/O( £ YV/Y) \YY \VA% ON(£ #/V) V4/A ¥

LS.?L" .h:?u CBP 9 Lg_glg e (:jw Ls.ﬁl" .h:?u :FCS Stem spanTM r)w A3le .]a.:h.a SE .ol sl n)ﬂ}a’\ﬁ JS-\." u,:.(.:\:,a 9 )L::u g_e‘fu\

P2l 5 pie (sl 52 CD34T lad s slias [l 1 &l 5 e S (oSl 1Y Jgu

2 505 2ol 59,
e S N e AL e
Mean (£SD) Maximum Median Mean (£SD) Maximum Median

SF 00+ AY) Y&IA \7A o/ (£V/A) ARYAY \FA

SFM Y/0(+ ¥/Y) \VY/f Y Ve/4 (£1\8/N) ALVAS ¥/v
FCS Vo/NCEWY) Ya/f O/A Yo/t (£ YF/N) INTAY N
FCM W/e (£ \Y/Y) Y4 /Y YYNX (£ YY/A) £O/A Yo
CBP FIEC£\) ARVA \VAN Ve (£Y/Y) ZA \A
CBM AYC£NOY) o¥/A Y/¥ Vo (2 AY) ZY/A oY

Ls.ﬁl" .h:?u CBP Kl 6}[? o o Ls.ﬁl" .h:?u :FCS Stem spanTM r)w Bty .Ia.:m SF .ol sl n)ﬂ}a’\ﬁ JS-\." u,:.(.:\:,a )L::u g_e‘fu\
zs MIP1-aL (551> CBP 5 FCS SF (lalams 35 4 CBM 5 FCSM SFM .36 iy 055 ¢

Gale

01: 108, az 008 {304 G163

- . A
= "
g S o =
Z ~ 3 -
S = w 2

[ B
0 300 50 1 100 £ 25 M
160 20 230 o o oon
FLY €O FSC FLT CO34
T =
b CETTIES G0 i 0E 3%
| e I 7 |
i ; = {

2 / / -

g M T g N B

. = sideiar | Sl o f T [oEmERn GuTATE
Al i
730 7 0 TR o m a0 I or | 10m
FL1 CoO4 FL1 D34

MIP1-a g5l> SF Lz ;5 CD347/38 slad shw (515 (s 2o smlu gld 1\ S

Mj})}’cﬂ*;}dj&s(BJj‘jjjjéCﬁwJ)Jj&S (A

YFA



fold expansion

AO QLL.«;U Al c)l.a..i LY' 092

<*

SF Vs. SFM FCS Vs. FCSM CBP Vs. CBPM
4 100 *
90
35 T 25
80
30 70 20
=
2 £ o 2
= Z
= 25
20 s 50 s
& =
15 Z 40 5 1
10 2@ 2 T icBP
[ISF S 2 JFCcs =
s 10 ol | ‘ CICBM
o I —— |[SFm Py B JFCM B 13 i E
N= 13 13 13 13 N 13 13 13 13 oo 1400
7.00 14.00 7.00 14.00
DAY

DAY

RPMI+/.\+ CBP(CBP) 5 Serum free (SF) (RPMI + 7.\ + FCS (FCS) slakas ;5 CD347/38 slad shw duo )5 2l 8l anglia ¥ S5
Sk L e RCLSYSE

[ 4+ CBM FCSM SFM .U A O (Sad o> la.:zn CBP 6}@ O (Bad Sl .]a._;ua FCS ‘StemspanTM (Sad Bty la.:zn SF

035 mue 53 o ged oy O 5 il o il SLlad (WSL s s 55 el esls 2ol Lot iees MIPI-at (s 5= CBP 5 FCS SF (sls laes

S o olE St
SF Vs. SFM FCS Vs. FCSM CBP Vs. CBPM
70
50
25 0
20 e 50 c 40
] 2
H w4 w 30
8 c T H
] ® 30 8
o 20
5 10 X 20  — ﬁ
g hd [JFcs - 1 ]CcBP
o [SF k- JT 3 ’:11
3 I T | T e ! |[JFcm - CIcBM
) I S— — i — [ISFM Ne w2 12 12 12 Ne 12 P - =
N 10 0 B 2 7.00 14.00 7.00 14.00
00 4.00
’ ! DAY DAY

DAY
RPMI + 7.\ + CBP (CBP) ; Serum free (SF) RPMI + /.\* FCS (FCS) slalass ;> cD34" Slad e dooys Sl anslie ¥ IS

Sk L e R SYSSE
g_,\_:SJJAJCBM_gFCSM SFM x_BL.L.:erJw LSJL"L‘:"‘CBP)LSJKJ:"'fJ‘“ LSJB-.E?mFCS Stem span ™ (Sad .Labla.:NSF
o3 5dmwe 3 Lo ged Lo ys O 5l o le LLS WS s J=ls os el sl uled bt dzess MIPL-au (g5~ CBP 5 FCS SF (glalaos
S e S St

. (CBP) CBP I N I+ of .ot RPMI .&NCJL s 5 4 CD34" sladsle s e gy U_KJLA
S WDy &‘J_a‘ wﬁ:t_.:ﬁ VAJ)L_@?:-)V_I.:LA)'_}))J Aoy J)—jyl—?du\.—ﬁiwﬁ LJJ_JJ;YY/Y') /%
B JKJL_..A 5 (Y IKE 5 Jod) CD34/38 lad sk e (Y5) Jods) b o Labas S 55 2l 58
Js Y Jsa) CD34" glad she s s ol 3l 4l L 5l SNULFCM Lo 5 asle 23oler 3o 00
55 el Gy 4 CBP 1 5N CBM Ly e s (F
p2slgr 5 oiis slass, 53 CBM 5 CBP (gla o
s 5 40) CD347/387 lad shee o3 il 5l o Sle
Gladd do s il Sl 5 (p=2/F 5 p=2/Y
5 CBP (glalas ;3 (p=2/0 5p=+/f 5 5 «) CD34"

el s e ol ey sy — 35, »5 s FCS
Slala s 53 LY 5 sladsds ¥ 57 (sla 0)
Sl sl 5 piia glajs, )3 FCM 5 FCS
Sp=/F s &) CD34738" slad sl ds s a3l
) CD347 glad o a5 il SSke 5 (p=2 /Y
S L aols mme oslis (p=2/7 5p=2 /Y oS 5

RERIRY

Aeld Cwd 4 Jaes

V¥4



Sl gladshe 55 56, Sbe oLl 85

$lale e 4 o (CBM 5 SFM FCSM) MIP1-a,
3l (gols ae B (CBP 5 SF FCS) of 16
slab e & Cod MIP1-a0 (g5l slalae olol Ll
adlas 53 a3 s s, VL LSSl 0T L
p s A3 Los o MIPL-0L 035380 b 0L, K 5 2wl
355 Ol5mn 53 SCF 5 1L-3 dL-6 cla, 556 gl oS
CD34™ Al sladsbe 5 CD34" ALL Sl iy slad sl
03550 L Lal i sdalis (sl —me il 331 NC
Lo ;5 SCF 51IL-3 dL-6 s, 55 LS 3 FL3-L
sl f 2S5 5 ol pme SalS MIPT-au (g5l
2> aS Jls s ad sdalie OF 86 Jasme 4 o WL
Mol 5525 S5ls adyl sl iy sbd sl 255
St Bms Sl glgme 4 MIPL-o 3 cnl ol
Ly 5 MIPL-or 4S s e 0L Slalllas = 53
W I 51 S ol i s él_i: sl
5 (CFU-GEMM) & 55,80 5 555 Sko cdds 5
s 5 el U IS stns L2 sl
S5 e S e s (A)AS e Cniles (HPP-CFU)
> a4 HPP-CFU s (gledS o milemnanl 31 o
MIPl-a 4S5 dw; o [l a i vy L, sl
sl CD347/CD38" sladsl v 5L 5 onilas L
Sladles 53 cpoman S e adghor ol slaas ol 58!
5 bl Cslb MIPL-0aS ol ol 5158 Caliss
d=lss s bagols s shs gladsbw Caslis
0)353 50 Mg (o3 o b 53 Loyt ol
Slasls L aS dse 55 dsls 0L 0Lea 5 5,0 (¥
L aeslin jo crul ol Jlad MIPI-aL 5 S 55 giens
sladsln (ol 03,8 il s MIP1-0L oS J 28 65 S
()i o Sl AV Ols 5 S o Sl
CD347/CD38" slad Ju 35 5l G oS ol O
el ol by 3L e Osles & L sy g eslinal

355 o3zl MIP1-aL 3 Lad shor ol 2S5

S oo i
s S cbeds S3 @L"J by JS 6,8 s
Orng/ml ckle ;5 MIPl-a 52> exvivo Ll 5 ;5 oS

Sl gladshe 5l egr e DL A 055
sl Jds a dil e Ohlew 5o G5 sy g
ol S el 23V Wy g Sl sl sl SSL
aS sl Ol (N ST in Vitro s 53 ad sk
Lol 035 (Jomiliy (A 5) (Slo g3 dix 5 sy Skl
ol Sl Al S glaes; 4 Sepl b AS ks
sl b oS 55 el lalles s )5 b
OS5 Sl @l 5 ol ol oslinal 5 slize
Lol ot e 236 o me 3 CD34" Lad
iy & §SCF 4IL-6 FL3 IL-3 laplS sl
5y ol @i FLE3-L S Lais OF L5 45 alive ae
W Jmlie 3l ¥e) sl Olas 1 s 50 doys il
Ll 534S Wl OLES 58 Oes 5 5 5elkS (ALl 2
S5SB Y gl aSFCS w5 Ve Lol ea IMDM S
cladshe gl g il o SCF 5 IL-6 FL3-L TPO
03 b I ol Y Ol 4 5550 e 52 CD347
SFLB-L 8B Y ol g oS alie e ;5 & >
ujfc_a L s oS Ul o ol 55 <l TPO
SCF SIL-6 |yl > opl ol 35 i o odaline 2l 53l
CiS lmee 53 Sl i lad sl 25w s sl
LA O 3l eslaal OISis 51 S ()3 58 o
Slad g 55 L oS dil e eSO gy 55 b
OLLSan 5 5l ol o BB e o S 5l i
FLB-L TPO _ul sl oS 5 5l 4k ol ol
5 dsged esli ol o 456 Lo e 53 SCF 5 IL-3
1, (CD34"/CDA1Y) s 50 550 Sl i slad shor
L0 S 08 50, V) e s ol 5 # Olee
Sl Gl el SE S e g
——S ;5 5| CD34/CD38" slad sh 5 CD34" clad Jor
o3l FL3-L 5 SCF (TPO JL-3 IL-6 oIS sl
el Sl cmles 5,235 Ol MIPT-0L 1 5 A0 S
Syse cilises glak e 53 CD34'/CD38 lad shu
Aops Gl Olpe S acglie 53 .28 S I3 )
Sl slak=s ;3 CD34" 5 CD347/CD38" slad sk



AO QLL.«;U Al c)l.a..i LY' 092

5 et Losdenl 583 OLBT (535500 (o5 5len
Lol s sy by b S5 g Jbde by S5
5 IS s S e S Ea b S 5 (g phe
JLaS iy oS5l b el 53 S L3y 3 L 3 5

J}&& L}JL})J\.;) ,§.w_v“

References :
1- Watt SM, Contreras M. Stem cell medicine: Umbilical
cord blood and its stem cell potential. Seminars in Fetal
& Neonatal Medicine 2005; 10: 209-220.
Gammaitoni L, Bruno S, Sanavio F, Gunetti M, Kollet
O, et al. Ex vivo expansion of human adult stem cells
capable of primary and secondary hematopoietic
reconstitution. Experimental Hematology 2003; 31(3):
261-27.
Gilmore GL, DePasquale DK, Lister J, Shadduck RK.
Ex vivo expansion of human umbilical cord blood and
peripheral blood CD34" hematopoietic stem cells. Exp
Hematol 2000; 28: 1297-1305.
Jiesveld JL, Harbol A W, Belanger T, Rosell E, ez al.
MIP1-o and TGF-B production in CD34" progenitor-
stromal cell coculture system: effects of progenitor
isolation method and cell-cell contact. Blood cells,
Molecular and Disease 2000; 26(4): 261-75.
Huang K, Huang S, Pan J, Wu Y. Protection of
hematopoietic stem cells by MIP1--alpha and PF4
against the cytotoxicity of chemotherapeutic agents.
2000; 21(7): 355-8.
6- Suehiro Y, Muta K, Umemura T, Abe Y, Nishimura J,

Nawata H. Macrophage inflammatory protein 1

2-

EEN
1

VO

IL-6 SCF [TPO FLB LK ul5 sule oS 5 L ol o

Clad e sla s ma o il sl e oL L3
3 sd o O A36 Lase 44 oo CD347 5 CD347/CD38

cild yid §
P drNs Sin Sb Lol L2k Gl
Ol il e g 5 (5535502 (55 slen lidos
S Sy s Caledls plail i 20 Ol sle

Sl S e 53 g OLSes 5 58050 Son

alpha enhances in a different manner adhesion of
hematopoietic progenitor cells from bone marrow, cord
blood, and mobilized peripheral blood. Exp Hematol
1999; 27(11): 1637-45.

De Wynter EA, Durig J, Cross MA, Heyworth CM,
Testa NG. Differential response of CD34" cells isolated
from cord blood and bone marrow to MIP1-a and the
expression of MIP1- receptors on these immature cells.
Stem Cells 1998; 16: 349-356.

Campany G, Querol S, Cancelas JA, Gardia J. Short-
term, serum-free, static culture of cord blood-derved
CD34" cells: effects of Flt3-L and MIP1-a. on in vitro
expansion of hematopoietic  progenitor cells.
Haematologica 1999; 84: 675-682.

Lord BI, Dexter TM, Clements JM, et al. Macrophage
inflammatory protein protects mulipotent
hematopoietic cells from the cytotoxic effects of
hydroxyurea in vivo. Blood 1992; 79: 2605-2609.
Shaw PH, Gilligan D, Wang XM, Thall PF, Corey S.
Ex vivo expansion of megakaryocyte precursors from
umbilical cord blood CD34" cells in a closed liquid
culture system. American Society for Blood and
Marrow Transplantation 2003; 9: 151-156.



OLen 5 pdie e 018 S5 Shist b gl 25 565 St el s,

Evaluation of the effects of MIP1-a on ex vitro expansion of
hematopoietic progenitor cells in different culture media for the
purpose of cord blood transplantation

Alimoghaddam K."(MD), Khalili M."(MS), Soleimani M.”(PhD), Ghodsi P.'(BS), Hayat P.’(BS),
Mohyedin M. (MS), Moezi L."(MS), Arjmand A."(MS), Ghavamzadeh A."(MD)

! Hematology-Oncology and Bone Marrow Transplantation Center, Shariati Hospital, Tehran University of Medical
Sciences

’Department of Hematology, School of Medical Sciences, Tarbiat Moddares University

*Molecular and Cellular Research Center, Iran University of Medical Sciences

Abstract

Background and Objectives

Umbilical cord blood (CB) has been identified both as a rich source for hematopoietic stem
cells (HSCs) and as an alternative to bone marrow transplantation. To accelerate the pace of
engraftment in cord blood (CB) transplantation, HSCs should be ex vivo expanded. So the aim
of this study was to evaluate the effects of macrophage inflammatory protein-1 alpha (MIP1-o)
on ex vivo expansion of HSCs and its role in prevention of HSCs differentiation in different
conditions.

Materials and Methods

Mononuclear cells (MNCs) were seperated from cord blood and cultured in RPMI 1640 with
10% fetal calf serum (FCS) or 10%: cord blood plasma (CBP) or serum free media (SF).
Culture media contained .50 “ng/ml of interlukin 6 (IL-6), interlukin 3 (IL-3),
thrombopoietin (TPO), stem cell factor (SCF), and flt3-ligand. MNCs were cultured for 2
weeks in the presence.or absence of MIP1-a in CO, incubator; expansion potential was then
studied by MNCs counting and flowcytometry for CD34°/CD38 cells in 7 and 14 days.

Results
In all MIP1-o. ‘contained media, more increase in expansion of CD34'/CD38 and CD34" cells
was observed.

Conclusions

These results suggest that the effect of MIP1-a depends on type of medium and the cytokines
present in the culture; it also shows that addition of MIP1-a is useful for clinically ex vivo
expansion of cord blood-derived progenitor cells.
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