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1. AI2FE(7H)

H(Ref ID) 1
1XIHETAHT) lafrati(2011)
e AR RCT
o A7 Ol=
HTEH
o 17|k O
o AL7|7k -
o SRR HOl: EE0RIG1R(CLI) SRt
o MEHT|Z: Rutherford class 4 E&= b, YRS 0| MEoHK| UL SXts
o HiX|(KI2)7IZ: Rutherford class 6, creatinine 2.0 mg/dL O or dialysis; ABI=0; &
0| 2YO0| A= 2 TR, & Tl NEEA 58 E= INE W A2 3M=; 671 E
W HEE; & F= €N Hof;, ZEDX| 2= Py = 30Y 0L IitaX|s 2g
ETY o T HIFEE: 2.1 RAQ Y (25 531
o UM E
= Shi ] imh
A (F) 34 14
AZAI, ) 72.5 (42-93) 65.7 (52-85) 6
HEE)("/) 23/11 9/5
o Z4-5Z%(bone marrow aspirate concentrate (BMAC) 240mL) =
- - ZA0H
S _
- SmartPReP2 Bone Marrow Aspirate Concentrate system (Harvest Technolo
gies, Plymouth, Mass) Al20t0] 2IAE2]
Hlar ST 24559 10mL 59

CIRESEL
o W)

o 2|%(placebo)2.

=
- SHAlE Als g2 SYoHH Y

A
— o dapia(gol Z8)
EII'I‘_I'_-A—-Il o|'|=|
o E =]
S =




A (Ref ID) 1
1XIHETAHT) lafrati(2011)
o Al OIS = 12 DE A& S 370 SOt LIEHIX| XU
bk = e Hlw
2, AY, NS 53, 2 24,
angiogenesis(Z&4l4), Yoty 0 0
AP Z-OHHY E o3, Yol WA EE I
BE 0 1
NI 0 0
* SZWa} FC ABI, TcPO2, 410 & X|E 55
XH S H|w Yo,
=[a] 6(17.6%) 4(28.6%) 0.448
E= &M 11(44.0%) 2(25.0%)
S5 Yst 2(8.0%) 0(0%) 0.54
A 71 % X 12(48.0%) 6(75.0%)
742
(5% 28 ) )
ARAN-QEM ABIl SHA 11(32.4%) 1(7.1%) 0.08
TcPO2 &R - - NS
parARrSlsl) 2.46 -2.2 0.45
SHE 715 4.58 -15.3 0.06
ASHESHE) 10.77 -2 0.24
afol 2 S HMA) 6.73 15 0.51
(Rand-36) 2 45 0.4 0.44
A Ay 5.12 9.2 0.47
Ae™ Jls 6.35 -4.3 0.15
SH9| EZ 8.96 16 0.35
o N1} B2E 2X22 Qg
=
o STAUA A EZ, 49| & HERE M4 AB| SO| H| W= SHAE
funding
H|Z




A (Ref ID) 2
1MIHESTHALE) Li (2013)
o AL M7 RCT
o S7=7) 3=
H1EH
o 17| 2P E: T 7| 2HShandong Provincial Hospital)
o CHAAH 2E7|ZH 2008.09~2010.01.
o SRt HOl 1 SSolK[olE SRt
o MEHY|Z  MEXQI X|=E e M STEKX| L, FA 43 014 85, Y S0| &N, &
M A=0| Mefotk| 2 XS
o HiHIZ |Z @ B SAI0|ALE B oM 2HA]
o I HYHEME: 11 2R &Y
HALCHAL o AN E4
= S Bl
SHRE () 29 29
(M) 61 + 9 63 = 10
HE(E)(E/0) 22/7 23/6
e Autologous Bone Marrow Mononuclear Cell(1T x 107 piece/mL)2 F¢
- posterior superior & s0A 24 50mL in 10000IU of heparin £2!
=g - 3 HMIETL lymphocyte separating fluidS 7 density gradient
[=]
centrifugation@ 2 &g
- Q| OpF E= A0
- 22/2 BMMNCE 50-) 120mLZ SMZ|0] 0.5mLY FRI=
HInSXHH
(HI 2 SHeo| * 2|2K(placebo)22 0.9% NaCl F¢|
glom Afzl)
Fygd ¢ o FNuE
ZAupHs o ZTpEHA
ZOEMUY e oliFel=s

* S 37t SAXOR QOIS A0} YUS

[y




AHH(Ref ID) 2
1MIHESTHALE) Li (2013)
Tz S (29) Hlw= (29) P
g 3 1 NS
L 27| 0 0 NS
Myocardial 1 0 NS
HES 0 1 NS
& 0 0 NS
Aot 2 2 NS
o S Bl
T= 0 (%) n (%) p
hemodynamic improvement . 0
(ABI 15%01AF Z7h 12/23 (52%) 1/19 (5%) .002
HAnzAI-25M WSS B¢
TEHREd e 2 | 5/19 26%)  0/17 (0%) = .047
(improvement of skin ulcers)
EZ H4(pain score) A (VAS
2 2% Al 50%0[AF Zt4) 11/26 (42%)  2/17 (12%) .045
CHACE 3/29 (10%) 5/29 (17%) .706
g DHY SFX| ofE SKI0|A RZHE7 |MIZE O A 2 CHEol L, REolll, MYl 7iset XzHY
funding
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¢t (Ref ID) 3

1XIHETAHT) Lindeman(2018)
o Gt RCT
o 1= HIEEE
HHEY
o o117 |2 E: THl7|2HLeiden University Medical Center)
o Dl &R 287174 2008~2015
o SHARE MO X=OHRH0| Gl Y| B WS SHA}
o MEHT|Z : 671E 7t XIZE FHOL} disabling claudication (Fontaine’s stages Ilb/Ill or
Rutherford’s categories 3/4) == £506tX|o{&(Fontaine’s stages IV or Rutherford’s
categories 5/6) AE{QI StX}
o HiHV|E @ Y, HAARX|Z, 18M| O[2t 1H 0[5t2] 7|+H, Mzist ZEIEAM HHO|
2o HrE 850| U= 827
AT o 7 B HREE 2X9 Y
o UM E
= i Hlw= p
A () 28 25
HEA) (BEEHRD 58.5 (13.3) 57.8 (15.2) 0.90
HE(E)(F/0) 15/13 15/10 0.78
® Bone Marrow Mononuclear Cell
=1 - 2% 500-700mL MF[6tH, 40mLE 5=t H TmL 4 4024 =
S
= - AF2ZH|: COBE Spectra Apheresis System (Gambro, Stockholm, Sweden)
- Autologous 2t1! HFE0 UKX| EX[TE BXE7} UG S MFFHCHE LIE US
H| W S X H
(Hl 2 SxyHo| Qlek(placebo)O2 A7t xS S|MM  hematocrite 2% FY
o™ M=)
FxpE 9 o FNuE
At o ZAT}EA
AR M4 o SIS
A0 o 511 GIX| 42
_ EX\inu Hluet
APAM-QEH TE (0/6/12742) (0/6/1271%) P
EX 2= BlHAZ(m) 158/209/128 106/199/160 0.87
Z|Cf HaiAH2|(m) 306/359/353 300/417/371 0.32




SitH(Ref ID) 3

1XIHETAHT) Lindeman(2018)
CHE (major) 8/0/1 0/4/1 0.04
2H (minor) 0/1/0 0/0/0/ 0.47
ZE YL 0/8/5 13/6/3 0.76
ABI treated side 0.57/0.62/0.68  0.46/0.56/0.50 0.50
ABI contralateral side 0.83/0.93/0.84 | 0.80/0.84/0.82 0.41
SS Hr
Hd 53 5.5/4.9/4.6 5.6/4.1/4.8 0.23
Z|9f0] EX (24A|7t X|&) 6.6/5.8/4.7 6.2/5.1/5.4 0.30
A £ (24A17hH 4.6/4.5/4.5 4.8/3.6/4.3 0.25
Halof| H[sto| 2= 55 7.1/6.2/6.0 7.3/6.4/6.9 0.90
SF-36
SNE 7s 15.9/17.8/18.9 16.6/18.2/17.2 0.84
HASHSHH) 22.0/22.4/50.0  24.1/24.0/24.0 0.88
ASHHAME) 41.3/63.2/63.3 | 57.2/52.6/53.8 0.45
= 47.6/46.8/52.0 | 50.9/52.3/47.5 0.20
PSYSES G PAY 58.2/63.4/66.2 | 62.9/66.2/61.9 0.51
INEEIRS TS 46.0/46.1/42.5 | 41.2/41.8/44.5 0.92
=5 66.3/49.9/52.4 | 67.9/56.1/58.0 0.40
FaPARSLly 62.9/61.1/56.3 | 56.1/59.6/61.0 0.70
*HEE =MX|0f| Ciet ANOVA 24

71 o X|=LHRH0| Gl YxZe R0A| A7IE7 [ME = -l W0l SIS, et AVHEEY|

2

== ME X|2HO0| UMH MXZ MSEHAME HE
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H(Ref ID) 4
1XHIHETALT) Powell(2011)
o G114 A|: RCT
o Oig1=7t Ol=
HTEH
o 17| 2 - 187 7|2RESTORE-CLI study)
e 4717|7k 2007.04~2009.11
o St HOl: SEOKISIZ(CL)ZAL
o MEHY|Z 18-90M|, StX| CLI R 22 A, MO 237 X[&A0|10 HHEH0l o{3y
rest painQALE HO|LE Y7t £&7|2/0] 50mmHgo[st &2 WS 7|2 70mmHg
0|2l SIXt2 29, UXNE Xt = Xt
o HiFI7|Z: HbA1c)10%, B&E 50%0AQ1 AEZM(aortoiliac)BHAt, 74 S W7} AXZ2
LEE X, 55 M AES AR 2FU ASHOLE AIiSt AFR(RIESH &210 A
ISt 42 ABI 0.15014 A&, PVR 74, QAN JiM0| EX| 242 SiXtE FO), 01X &
A
arths A 2 B BIRIO) HERUILE W, T2, A2t SopES0R SHRl0) Y X Qe
BtXt wet 0K ZZI0| Q= EHXt
o L Hi™EMH: 2:1 randomized HiA
o QUBIY E4
T o H|u 0
SIXF () 32 14
HE(/H,n(%)) 25(78)/7(22) 8(57)/6(43) A7
HAH(Hx,SD) 68.8(12.4) 65.9(13.4) 76
sAutologous tissue repair cell(TRC)
EN - Autologous Bone Marrow25E S2&= TRC= MII EIQJo| 2512
- 320N &2 mesenchymalll hematopoietic progenitor cell2 0|2/
H| w SXHH
(ClImEN =[]l * Mali&(electrocyte)&% SIXIGIRAR R 2020 At
UCH i=h)
eSS A T = O = o
A o ZNIEL B4 B2 sham S0 149H, £ G, 3¢, 7¢, 3,6,9,12711€
AapE AU o SIS
o 7{9] B E SX0A Ol ks H gt
ARZ Aoy
o MZI5H 0SS HOl Bikte EXT(44%), 1w (57%) Al HIZSHA LIEHE
- 7 -




St (Ref ID) 4
1MIHESTHALE) Powell(2011)
o AP 2 ZOIN 134 LiErS
0I4BEZ(n(%)(67H2) E(n=32) HlW=(n=14)
O|¢Etg HOl 2kt 30(94) 14(100)
S| &5 13(41) 3(21)
me ek 8(25) 1(7)
o ATHZ 5(16) 3(21)
ipS| 4(13) 3(21)
SAE 2(6) 4(29)
A 4(13) 1(7)
ANEH 85 4(13) 1(7)
=4 4 2(6) 2(14)
AR} = 1 1
® Amputation—free survival: 6718 FH 2FXI0|A Amputation—free survival2 H|w=H
Ot NEH0IM SAMLE RGHA 2 LiEHE(log-rank test, p=.038)
Product-Limit Survival Function Estimates
&
‘g 0.4
@
0.2
o [Logrank p=0.0376
6 u;u 2:)0 360 450
ﬁ;}_?adﬂl._%ig Days After Injection

Fig 4. Kaplan-Mcier survival plot of amputarion-free survival. Most events occurred in control group parients within
the first 50 days; median time ro trearment failure was nor reached, with 7 of 14 parients censored for the analysis. In
the rissue repair cell ( TR C)-treated group, the median time to rrearment failure was nor reached, with 25 of 32 parients
censored for the analysis. Censored observations are indicated by *“+7 symbols. Number of subjects ar risk in the
TRC-treared group were 32 ar day 0 and 29 ar day 100 and 20 ar day 200 and 16 ar day 300. Number of subjects ar
risk in the control group were 14 at day 0 and 8 at day 100 and 8 at day 200 and 6 at day 300.

® Major amputation
- 670 £ 20t H| WA 43%, SMOIA 19% major amputation LEF(p=.14),

S A0l IS,

2202 vs I BHO O
- Z} I8¢t FE 02l EH2 66%0|A LIEH

MM D0 6718, 12708 21 2F B2 36%, SIHZ0IA 18%

* \Wound healing
- 339 ZXat Wagner scoreZ} 00|11 A% 377 2t APXOfCH 0Y T 25| wound

T

healing0| =ACH D HoJgt.




¢t (Ref ID) 4

1XHIHETALT) Powell(2011)

- 1212 FHOE0M 671 E M= 252t KO[7F ARALL, 127020l B2 (13%) =L X|
ZTE1%)00M O 2ASESHH RISt XH0I= x)

- 2 =X™¥(Wagner Wound Scale, total wound surface area)2 SHASME 12

[
ofm

A= QoI5 X40] 9IS

Complete Wound Healing

50%
40%
%

. a0 25%
g 3% BTRC (N=13)
.'E 20% | Control (N=8)
B 1%

0%

Ath months At 12 Months

Fig 5. Complete wound healing rate in patients completing 12

months of follow-up at 6- and 12-month time points. There was
no statistical difference between control and tissue repair cell
{ TRC}-patient groups at the 6-month time point ( P= 1.00, Fisher
exact test). At the 12-month time point, the greater incidence of
wound healing in the TRC-treated group was also not statistically
significant, due to the small sample size ( P = .61, Fisher exact test).

o CIE M| HHMMEIHO| Q= &5 ofKlof@ XA Autologous bone

=2 marrow-derived TRC2| 2§ L FAHIHER QFM5HD, H W (placebo)zt H|wgHS M &
H Tl HAE Y™ AMALMS AN,

funding Sponsored by Aastrom Biosciences Inc in Ann Arbor, Michigan
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St (Ref ID) 5
1MXHEHAT) Teraa(2015b)
o ST RCT
o ST=7) HEE
H1EY
o 417|2 —(JUVENTAS trial)
e Oi917|2t 2006.09~2012.06
o St HO|: &F, non-vascularization PAD At
o MEHD|F: -
o HiXZ|&: -
o 7L Y& computerized block randomization0|&
HALCH AL o 2HY E4
= N B
St 2(n) 81 79
B (year) 69(57-76) 65(55-74)
L)Y, n(%)) 57(70) 51(65)
* A|&2 S Lff infusion2 E|4 33| EHEEH(3F 717402)
o EXiAlE
N 1) RE &Xt2l BMMNC 0[: & A& S0|Al 22 aspirates 100mL x{F
2) BMMNCE density gradient centrifuagation@ 2 228t
« AF8ZH|: Lymphoprep,Axis—Shield Inc, Oslo, Norway
H| W SXHH ® 2|%(placebo)2 2 autologous peripheral blood(ZZ&M) erythrocyteE BMMNCS}

(HILSxHEol

ojom Mz M2 HIZ51| SilA E=H g
=XDpEE QI
Ameas o ZHBE 1Y, 42
= =T
2R AU * SfiFRUS
K (n(%)) =Rt HlZ RR(95% Cl) o
12T Ok | 9/81 (11) 11/79 (14)  0.79(0.53-3.04) 0.60
CcTEaHmdvYS
A 20 1/81 (1) 2/79 (3) 0.49(0.05-5.27) 0.62
A= 4/81 (5) 5/79 (6) 0.78(0.22-2.80) 0.74
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¢t (Ref ID) 5
1XHIHETALT) Teraa(2015b)
Anu— 0,25
0,20~ § 0,20
gm.’r E 0,15
1 §
5: 0,10+ ; 0,10+
Figure 2. A, Kaplan-Meier plm:ol::::"u'r;:\z probability of major amputation according to trial arm .r:::d::s‘:;ma;nd continuous lines
represent the BMMNC and placebo group, respectively. No significant differences existed between the groups (P=0.34). B, Kaplan-Meier
plot of cumulative probability of major amputation and death according to trial arm. The dashed and continuous lines represent the
ﬁgmuc;;:oﬁlj;zggfgﬁup, respectively. No significant differences existed between the groups (P=0.31). BMMNC indicates bone
A& S H|Z2 N = 27 x0|
0.05 0.05 0.00
=1}
ZHE 00010010 00010010 ¥ 00710009
ABI 0.1 0.08 0.03
o . . .
M2 ost0015 00210013 ‘Y (0m-010
6.8 24 44
2]
TCO2, 2z (1610120 (201068 /%2 (24119
mmHg o 10.4 6.7 37
o 210166 (1311210 ™ (441019
-0.8 -0.7 -0.1
2]
Az M w29 (7103 P Givog
2
. cm o 05 04 -0.1
o7z 4110510 (381046 7 (611059
4.0 4.6 -0.6
o TGS 0160 @8wes I (33121
e -0.5 4.8 -5.3
o0 = MCS (381029 (8179 ¥ (9809
(SF-36) 6.3 6.4 0.1
o 5 wiwss  B9wsy U (33103
o7 3.9 1.7 2.3
MCS 00178 (261059 ‘9% (341079
*means, 95% Cl
XIE(n(%)) = HZZ  RRO5% C) p
MH  21/81 (26) - 19/79 (24) = 1.08058-2.02) (.81
Major Amputation | 27H% 6/81 (7) 6/79 (8) | 098033290 . 1.0
671E  15/81 (19) | 10/79 (13) = 1.46(0.62-342) | 0.31
. ® =Z09| non-revascularization®! SIX| ISR HHEXO| AL ABMMNCS| 5{£iX|
=2
ZE0 L} 212 placebo?t H|wd major amputation rateS ZAA|F|X| LUS
funding
H|2
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A (Ref ID) 6
1XXHETALT) Walter(2011)
o AR RCT
o 1=t =
L
o OI917[ 3 377 |
e X71717k 2005.10~2009.01
o StXj Ol YOif WHES Skt
o MEHT|Z: 18-80AM|, o{&M SZ(Rutherford class 4) 2 X|Z20t== HY¥(Rutherford
class 5 or 6)21 PAOD, TAO &Xt2 SO ofiE = X| YLt £=H revascularizationO|Lt
SliE E2 20 IEX| L= A
e HQ7|E: M W 7[sHo2 48X SXHOIL; =2 S AR, ZEN HaHIV, &
S 70| JUALE O HEZeHex. I2H, ROEIAY HEHYH, 2 AHEAY0Z
S| X227t 2K 42 SAHEHOILY), 7L L HIES, A2 L2 AR, TSN MEE
A4 H(FHIOLEIH 2.0mg/dLOJAH)R! AL
o L HIHHIH: Randomly assigned 1:1=|01 3748 7t X|25t1, 37HE FOf| open-labelot
10, H|WS cross—-overott] X Al&S &
o QY E4
T2 S H| Jol
A () 19 21
HAZ(MI) 64.4+15 @ 64.5+16 97
=54(n(%)) 16 (84) = 13 (62) 31
* BM-MNC
o MIZUAM ZHF[EE 50mL B4E heparinM2|= FALZ |0 HF(E
ST .
- =401
- density gradient centrifugation0|2aff £2|&(X-VIVO 10 medium
H| w SXHH

(H|@=xHHO|
glom Mz

o X-VIVO 10medium2t autologous serum 45

Exma o _

= = = = = = o
AP A o M D= MESKE 1H01Y FHoI 1, o 87172 30.270E
El—h_-r
ZaE U « Slgeis

X S Hlw
-hY =7| X2 1
4-671E 5 -
Alat
£ 7-1274€ - -
1270 oY 2 -
AYEY -3HE &7| X2 1(43%) -
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HAH(Ref ID) 6
1M XHETAT) Walter(2011)
X|E i Hlw
4-671 - -
7-121e - -
12712 O - -
Hlwa 18 major amputationdt AFU2 6712 0|20 Lhst
X|E e bz 0
INEI! 321+45 2.92+35
Ulcer healing (cm?) 34 176432 2.80+4.1
n=(19/12) % 72% 23%
0 003 5
M AI-25M Major Amputation ~ 37H(n) 3 1
n=(19/12) % 15.8 4.8%
A& ® 0.66 0.64
ABI = 0.06
37HL 0.75 0.64
INEI! 32424 4711
TCO2 5
=610 e 41423 40£17
0 06 03

o XGRS A SULY BMMNC FI2 ABIE S7HAIZ|X| 2UXITE, Ulcer HealingO|Lt

rest pain2 STAIZ

o MIX0| ylcer healing2 limb salvaget ZHEQUT, HIEXQ| M2 BMMNC2 &3 U2
= o LIS 2IX{QF HTO| QEISt 2iAL (RE)H Z20| XAYHOZ ORE SAER 0™ 0|5k
X| 234K TAO &Xt= e o =z gt QIS
o S L BMMNC Q2 2IM5tD, Moi7tSsin Xt 20| HH0| kst X2
Ulcer healing2 7143} A|1Z
funding
H|T
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AHH(Ref ID) 7
1XHIHETALT) Pignon(2017)
e AR RCT
o A=7f DA
H1EH
o O17L7| 2k CH7|2K(77H), Bone marrow autograft in limb ischemia(BALI) study
e 71717t 2009.03~2012.08.
o SRk Ol ZE0HK[o1 SRt
o MEHZ|Z: 18M| O, O|F0] St XMX(22t 5, ZON FEilzis, ASQH 5) 0]
S0l 20| =X| 42 SRS (K1Y FEAtet SZXQ1 2IFIAL ALOIOf JAUX|OY 2t
SEX} A1)
o HiAI7|E: HAMNE, 4 Tl &, A8 Otl= P, SY, O 271, &4, T2ESHI
AlZE(B0%, E= 370 Ol &2 dM I HAM, 310K HE F7|, Eet7[Y, HIV, BY
O 1L At /CY 7t UG, 710~ 14 0l5te] &Y
o oL HIER: 11 AR Y (V12E 53
o AHN £
= St Bl J?)
_ 18 20
A ()
(o1 121 M2l 17) (o9 121 M2l 19)
HAZ(A]) 72 [57-76] 65 [66-71] 0.27
FE(E)(H/0) 13/4 18/1 0.22
® Autologous Bone Marrow mononuclear cell
- YEATH AME2 S HMF 5YTRE ZX| OtALIZZ 04|2)), 12 MEHE= e
£ =X
S - TAOFGI =4 R
- EA-ME £2]7|: Cobe Spectra, version 4, Bone Marrow Processing Program,
Gambro BCT, Lakewood, CO, USA (87 7|&), Cobe 2991, Gambro BCT (271 7|2)
- Z2SFA
HI S
(HI2SXHHO| * 2{%H(placebo)Z 30mL A/ H4(saline)0il 4mLo| A7+ LE Sl FQ
o™ M=)
FHE 9 . siigle
ZujHs o
ZOEMUY e oliFel=s

« £ OE 25 ZUNST BRE A, A5 0[AHISS LIEILIX| 2143
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St (Ref ID) 7
1HAHETRE) Pignon(2017)
Cl ¢ | J Ilfk if
= = - assica ackkni
TE S il logistic e
regression method
A () 17 19
671
Major amputation 3 5 0.48 {0.0001
12704
Major amputation 3 5 0.55 0.0001
e S35 M 6/ &, SMF0ME 2ASHH A (p=0.05), HluZM= RAstH LA
(p=0.002); & 270z KI5t XH0|7} QIAS
* TcPO2 : 67112 &, EXM=OIM B7t (p=0.02), Hlw=0lA 37t (p=0.02); F ZZH0ll= |
ot X017t SRS
o & T Zt0lE Folet X0Vt SIS
* ABI: &= #Zt0ll= Rolgt X017t Sit=
Az e A7 HEEEY ML Xes EH s daA7 == 710
funding
H|2
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2. HEEAd Gt

RoB ver 2.0

Sti(Ref ID) 1(608)
1MAHESHALE) lafrati(2011)
39 HIEE 2 As
SxEO| HYEIAA W =S Patients were randomized 2:1, investigational treatment or placebo
;‘EQT b O=2 using block stratification by investigational site, diabetes, and renal
== function (creatinine clearance 40 mg/dL).
O%2
Hi™=M 20 O3 HE=M 2HHEE & £ Qi3
=
For patients randomized to cell therapy, 120 mL of marrow was
withdrawn from each iliac crest. For control patients, the iliac crest
was punctured bilaterally and 2 mL withdrawn to maintain blinding.
) the unblinded physician and study coordinator left the
AL EO{XL, m=EsS procedure room and the blinded vascular surgeon and
Hxfof| Chst O=2 coordinator entered. The surgeon was presented with four
=1 O syringes for injection without knowing their contents. The
sham injectate has color and consistence indistinguishable
from BMAC, and, like BMAC, will clot if inadvertently
dripped in the field. Effectiveness of blinding was assessed
by querying the patients and clinicians after the procedure
and at the conclusion of the study.
4 = D I;tr_
Zargrol st ) ol oo
_|'__7|‘%| :;I:I -H HAO
= .Eg_pkl
Four subjects missed their 12-week visit but were available for
H=S subsequent evaluation, and thus their survival and amputation were
SEE8 Zixlr O =3 included although hemodynamic and questionnaire data were missing.
O Missing data were handled using the last observation carried forward
(LOCF) method.
=2
MEH™ B3 O=2 LHO U= 2 25 HAR
D %i}AI
e The editors and reviewers of this article have no relevant financial
1 9| HIEH 0 oo relationships to disclose per the JVS policy that requires reviewers to
(TIZIHTH] X|§) O %g‘w decline review of any manuscript for which they may have a
==

competition of interest.
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Sti(Ref ID) 2(848)
1MIHEMHRE) Li(2013)
a9 HIZEE ¥ AMs
| s
222 Hi™=M 0 =o Eligible patients were randomized 1:1 to receive placebo (0.9% NaCl)
MM - %éjgl or 1 x 107 piece/mL BM-MNC transplant
| s
i E=N 2H| O =2 HigaM 2T0) thst 2150 8l
O st
ﬁ ;'éll- X| LIS _ _ - _
“'31}3; Eh%} g ca T/ HH0| AIRYEX] LAUZALE SRS, =7t>EH0] (SA)ZAL0| F&t2 O|XIX|
_5_7}%, = - %g@ S Zo2 M= AL (single blinded study)
- | s
ZatHIto| st 0 =2 =/t 0| ARHE|X| ARUCLEL, =712 0| Z2tEI0| Fats OIX[K| s A= Tt
=71 o HH= 3%
O 224
0 ue Four patients died during follow-up (2 in the placebo group, 2 in the
sxos AuKE W _fﬁié BM-MNC group). These deaths were not considered related to
O 28 treatment. .
=5e sixteen patients could not be evaluated for hemodynamic~.
m =
MEH™ BT O =2 0| U= Zi 2T HAIR
O 234
| s
1 9| HIEH O == This study was supported by Shandong province young scientist
(QIZIATH] X|§) 0 g;’w research rewarding foundation [2008bs03011].
===
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HHH(Ref ID) 3(895)
1XMXHETAT) Lindeman(2018)
R HIZE A8 Alg

Computer randomization and allocation were done after bone marrow
collection, by the stem laboratory in permuted blocks of size 4 in 2

Lto
S29 Hi™=M E;; strata (disabling claudication or CLI) and secured until all data entry
Ao O ng was completed and the database was locked. All patients, clinicians,
=== and trial investigators remained blinded for the treatment allocation
until reaching the secondary 12 month end point.
=2 . - - . . )
Al O o All patients, clinicians, and trial investigators remained blinded for the
g 20 O==2 ) i ; .
gy treatment allocation until reaching the secondary 12 month end point.
0=
Computer randomization and allocation were done after bone marrow
collection, by the stem laboratory in permuted blocks of size 4 in 2
o1 LE10| X} Oue strata (disabling claudication or CLI) and secured until all data entry
il = was completed and the database was locked. All patients, clinicians,
X0l gt =3 o . ; : '
py 0 2544 and trial investigators remained blinded for the treatment allocation
w=re == until reaching the secondary 12 month end point.
Lindeman Sz 7101 S2HQI=6HME(RIXILT)
Computer randomization and allocation were done after bone marrow
) LS collection, by the stem laboratory in permuted blocks of size 4 in 2
Zargoo st oo strata (disabling claudication or CLI) and secured until all data entry
=71 g was completed and the database was locked. All patients, clinicians,
== oh . X 3 '
and trial investigators remained blinded for the treatment allocation
until reaching the secondary 12 month end point.
R =S A=X|7F =MoL, A=X|7F A0y 932 O|X|K| L= 42
=SSEe 2l O =3 _E__>' ﬁiﬂ o1o9) =" = ce= teeT
W= ST e
=2
MEHX B9 O=2 SO HAISH Aot 25 HAR
O ==
-1 2l HiSd =S This trial d by the LUMC board of di
oIZk5H| X|2) O &S is trial was supported by the oard of directors.
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¢t (Ref ID)

4(1214)

1MIHEMHRE) Powell(2011)
39 HIZEE 2™ MR
HE Patien re centrally randomized 2:1 (treatment:
DXt HHEAN gig c(z)a:tero’l[)s were centrally randomized (treatment
AHM == :
ce == et 20| ZHE|0] QUKD Heto| HEHEE B 71=50 UK L2
O%=2
Hi™aM 20 Os2 i A 2 YO Tioh 7|=50] RUA| 20t S2tddet
==
A EOIXL, O%=2
X0l gt O=2 AZeU2
=712 m ==
2 O%2
Amotol st =2 olzoie
I_7|'E'I ILI_:I L_H HAO
woe W=
OSs 32 2 wi St AIZIO| A2, CHEZOIA] 242 9 9
2205 ANXE W =S ;(E < withdrew 8t AlZ0| SXH WO 24247/23(22%), 1/14(7%)
O == e
=2
MEe{x B O=2 0| MAlSE At 25 HAIR
O ==
LS The editors and reviewers of this article have no relevant financial
1 e HEE oo relationships to disclose per the JVS policy that requires reviewers to
(TIZHATH] X)) 0 %g‘w decline review of any manuscript for which they may have a
==

competition of interest
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HH(Ref ID)

5(1474)

1MAHESHALE) Teraa(2015b)
39 HIZEE 2™ MR
m.e Patients were randomly assigned by means of computerized block
FE E=M 3 o randomization with variable block sizes to receive either 3 repetitive
) O Eg‘w intra—arterial infusions of BMMNC or placebo (3-week intervals) into
=== the common femoral artery of the affected limb.
| S For the placebo group, a placebo was prepared by using autologous
&= 2H| O=3 peripheral blood erythrocytes to match the color of the BMMNC
O =4 product.

) Because dimethyl sulfoxide releases a specific odor at the time of
AL E 0L, [ ESS infusion, the same amount of dimethyl sulfoxide was added to the
AR CHSt O=s cryopreserved placebo product to guarantee blinding of the trial staff.
=1 O Syringes without information about the product were provided to the

clinical staff at the time of infusion.
) LS An independent Data and Safety Monitoring Board evaluated the
AEoto| st oo results of sequential interim analyses. Every 6 months, or after every
=1 0 Eg‘w fourth major amputation, or occurrence of a safety outcome, unblinded
= analyses were performed on the cumulative database.
m xS
gave ZyNE Oss 25498
REEN
S
MEi™ HT O=2 r- gt RE-H0f Cioll 25 2a0gt
O ==
The reported work was supported by the “Stichting Vrienden UMC
Utrecht” on behalf of the Dirkzwager-Assink foundation (The
Netherlands, grant CS 06.007), the Dutch Heart Foundation (grant
3 9| Hi=a m<sS 2008B094), The Netherlands Organization for Scientific Research
('Jl7f°‘|-',lflnxl-?—l) O&3 (ZonMw-TAS grant 116001026), and foundation “Stichting De Drie
il = =24 Lichten” (The Netherlands, grant 10/06). Dr Verhaar is supported by

the Netherlands Organization for Scientific Research (NWO; The
Netherlands, Vidi grant 016.096.359).

27| Ot o= MErE

_20_



HH(Ref ID) 6(1542)
1XMIHEHAL) Walter(2011)
39 HIZE 2 Me

At baseline, in a double-blind fashion, 40 patients were randomly

Lo
S29 Hi™=M g;g assigned (1:1) to receive BM-MNC treatment or placebo and were
AN - 5l followed for 3 months (randomized start).
= 2| i E=AM ()0l it dE Sls

O%=2
&= 2H| O=2 ==

==
HA1XH] X| Lto
A7 HOIRL, = o = Physicians or study nurses who measured end points (ABI, ulcer size,
TR0 ChEt O&2 Y g . o

g pain scale, TCO 2 ) were blinded to the treatment.

L= O =%t
AW o3t ORs Physicians or study nurses who measured end points (ABI, ulcer size,
Ej}; = O=2 pain scale, TCO 2 ) were blinded to the treatment.
w=ore | =t 2ot HIEALO| et =712 2GR k2

=2
258 Xl O=2 S0 ZEf5t o7t oL AL, R EH SE AIRE 2Rt 49U

O =4

=2
MEi™ HT O=2 oIy, &Y S ATAR0IA HMAS 22X E KAl

O =%t
3 9| H=a H=3S The study was supported in part by the Deutsche
(UI7+°=I?f|=I|-?—J) == Forschungsgemeinschaft (WA 1461-2).

e = O =% DIZIX| oM Ao HHE(SY A7 s XI)
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HH(Ref ID)

7(2380)

1XHXHEHAT) Pignon(2017)
39 HIZEE 2™ MR
Randomization was performed by the local investigator in charge of
the patient, through a dedicated website, with stratification by center.
SxEO| HYEIAA u =S The randomization was transmitted to the local cell therapy unit. The
;‘EQT b O=2 steering committee, the investigators, the observers, and the patients
O == were unaware of the treatment allocation. An independent Data and
Safety Monitoring Board (DSMB) was regularly informed on the
inclusion rate and the safety data.
=2
Hid=A 20 == ....the patients were unaware of the treatment allocation.
O ==
The steering committee, the investigators, the observers, and the
HITLEL0JXL, .S patients were unaware of the treatment allocation.
ALK} CHEH =o _ _ _ _
:j;aw“ fiet B Sol The assigned product (i.e., BM~MNC or placebo) was provided blindly
=re = to the clinical staff and was implanted through 30 intramuscular
injections of 1TmL
B} Lo
Zurgrol st E;g An independent Data and Safety Monitoring Board (DSMB) was
=71 O %iﬂw regularly informed on the inclusion rate and the safety data.
ARV ST 0 RARSH edlste ZEX|7t et fQIE RARR
=2 SMTOIA 77M O, H=0A 76M| O4-40] HHHIE. 0| Rt=x{2| gt
SRS A O=3
O the modified ITT analysis excluded these 2 patients and the analysis
was conducted on 19 patients in the placebo group and 17 in the BM
MNC group.
=2
MEd™ B3 =2 oMY, Rad & ATHHOIA MAISH ZUXH MAIRE
O ==
Lto
1 e HEE Bzg Cht Qi+ RtzekM 2t Si5td| X|JH0| OfE A2 Oflael?l oiLt, ==
(T1ZHAH] X|2) - %s;%. Ol #AIA g el
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