N

HIZ2SIE T}

1. HISE2IE ™I} (Risk of Bias, RoB)
HtH(Ref ID) 1
1MIHETRE) Bresci (2008)
a9 HIZE S Al
Adequate sequence =] _ -
gengration g B o Stated as randomized study, but method was not specified
(SXL9] HIRIAN A m =3 in the manuscript
Allocation oys
concealment O=3 I INESNIE =S
(HH&M 2) m==d
Blinding of
participants ORS Not described in the manuscript, but probably not done,
and personnel =2 because the trial compared an interventional procedure to
(¥ EOIXt, HLXIOf| O =3 drug treatment only.
hst =71)
Blinding of outcome oS
assessment O %S I INESPNIE =S
(Zarmotol thst =71a) M
Incomplete outcome [ ',-go
data addressed O= EC RN
(EEE8 ZUXl=z) O ng
Free of selective =S
reporting =S OIMN, REN It BF BISt
(MEX H7) ==t
Other bias: W e
Cointervention =3 e
(3 ¢ HIEE) D=
Other bias: Fundi O %o

ther bias: Funding D HAIEIX| ot

(@ 9 HIZd)




At (Ref ID) 2
1XHXHERAT) Doménech (2018)
a9 HIS2E At

Adequate sequence
generation
(RE9 ™M 4H)

| MR
for gjo 0[O | O

s

randomization codes were centerally generated using a
computer procedure.
Blocked randomization was used

Allocation
concealment
(HHE=M 2H)

I B ST | I B M
Jergjoolo | 4

=

randomization codes were centerally generated using a
computer procedure

Blinding of
participants

and personnel

(S ZOXt, AFXt0f

st =712

Open-label

Blinding of outcome
assessment

(Zargoiol thet =71)

the endoscopist was not necessarily blinded

Incomplete outcome
data addressed
(EEE8 ZUXl=z)

Z A299| EXPL O E X2LHE A=
GMAZ: 27H(43%), T ELIA H= S0 15H(25%)(P =

0.027), 258 =8

Free of selective
reporting
(MEfx B3)

ro

Y, R8N 21 25 213

Other bias:
Cointervention
3 2| HIEE)

£Q

o
=

Other bias: Funding
(a 9 HZER)

Funding was provided by an unrestricted research grant
from Otsuka Pharmaceuticals




AHH(Ref ID) 3
1MXHETAT) Eberhardson (2017)
39 HIZE S At
Adequate sequence e .
gen;‘r‘;ﬁon g 0Zs Blocked randomization (3:2)2k1 #OLY, 80| i3]
=] A oo
(Sael wmex ) WEsy  CEIES
Allocation Ooge
concealment O=3 =0 SeEgis
(H™=A 2H) W =g
Blinding of
participants oys
and personnel O=s Double-blind0|7! 5tLt, HEIt 2528t
(A7 Zoixf, G7xfo) W ==
CHst =71)
Blinding of outcome H=E "The FACS analysis was blinded to the clinical participants
assessment O=s and the FACS analyst was also blinded before unblinding
(Zargoiol st w2tg) O == day 12."
Incomplete outcome <SS ZEX|7t ST 710 A wAistl Z2=0| KOl HE|
data addressed O0%s MEEO ACH, 2t LSA0= HEA M RA=RE B2
(EEES ANXR) O=2d SEET
O
e S OFIH RIEO| UfEt 2P} 255 (U NEO| 29 ¥
=] =s i oreo
(Meyx =) mEsy TS| SER BE
Other blas: m=s HHK|Z 43 022 Be5| 7|2, Ss| ZT0) 020K %50
—0 Mo
(O 9 HiEa) O==4 o=
This work was supported by the Swedish Medical
Foundation, Vinnova, IMTAC, Stockholm council [ALF], and
m e the Wallenberg foundation.
Other bias: Funding oo ME: Honoraria and consultancy fees from MSD, AbbVie,
(O 2 H|=Eg) O %i‘:‘w Takeda, Ferring, Tillotts, Orion Pharma, Otsuka, and ITH.
==

PK: Honoraria and consultancy fees from Takeda, Otsuka,
Ferring, AbbVie, MSD. PJ, LL, MJK, AL, EL, AO: none
declared. HG, OW: founders of ITH.




AH(Ref ID) 4

1MIHETRE) Emmrich (2006)

gg HISEAE As

Adequate sequence ogs B} 3 N )

. ization RCHI= BH=H|, {EH =X THIHO2
generation O==2 Eqaﬂgfgzahon ACES OFEH, O SR 7
(R HiIMEM MN) E==d o
Allocation Ooge
concealment O=2 ==0| d=8s
(BHE=N 2m) W=
Blinding of

- Lo
participants = =20 O1F Q2. SARYS K43 21} SH5H 2 HlmetA
Lo
and personnel H=3 A7RI0] CHE S240] 0]
(917 HOIXL, Apxty O =Y i e
st =718)
Blinding of outcome oge
assessment O=s ==0 A=es
(Zamotol st =712) E==
Incomplete outcome  @%2
data addressed O== S 182 o SH
(BSE8 Zuxtg) 0=
i Lo
Free of selective O+8 ORI 9B AIE RS DB BiLL, OF 2Tt )
reporting O=s = st
(M%) =) LR =
Other bias: [ g . . e - N - _
Cointervention ;é ;"ﬁ;&*xlﬁ 3l (R E Fob5| 7|Sot, ATF3o| Fakg 0|x(X|
@ 2 Hig2) D =2t o

. . s
Other bias: Funding gzg 05t

cC =] —
(2 2 HIE™) H =5




AHH(Ref ID) 5
1MIHETRE) Fukunaga (2012)
39 HIZE S At
Adequate sequence mse
generation O== Blocked randomization (computer generated scheme)
(29 HiERM M) O2s
Allocation e _ o _ L
concealment E o Patients were randomized in a 1:1:1 ratio by a statistician at
S5l an independent organization.
(HiEE=M 2mH) d==s
Blinding of
participants [ =)
and personnel O=s "Both patients and the physician were blinded by a curtain."
(@7 Foixt, waxy =S
CHst =71)
Blinding of outcome e _ e o I
assess?nent g;g =710l tiet HIEY |0| "'FE", ‘=32" S HO0f siiFoh=X|
o= = SIAISE HO (O{=otsF
(FImoLo) i3t =712) W= Esan Sy @22y
Incomplete outcome [ =
data addressed O0%s 21/22 Ho| ¢4 &=
(E528 ZAKT) O==
i Lo
f;‘;ﬁ n‘l’: gse'ect"’e mze OrHY U 9EN WS ST TSI RO §S HnEE
To 5t
(Meiy &) O == -
Other bias: ue HEX= A4S0| YEo| M=K Z3.
Cointervention oo "a significant fraction of patients in each arm were on
3 9| Hl=2l - S5l concomitant PSL or AZA and this enabled us to assess the
(2 oI HISE) =5 contribution of these medications”
No potential conflict of interest relevant to this article was
reported.
. . [ =
Other bias: Fundin = _ _
a 9 HEa) 9 O=2 this work was supported in part by Health and Labour
=8 O == Sciences Research Grants for research on intractable

diseases from Ministry of Health, Labour and Welfare of
Japan.




HH(Ref ID) 6
1XHXHEHAT) Hanai (2008)
g HIZE S Al
Adequate sequence =]
q . q U s Randomized study
generation U&= o oro
e H2 HAIEX| 23
22| HFHEM MY) W ==
Allocation oye
concealment O=2 HA =X 22
(HEE=M 2H) W ==
Blinding of
participants =]
and personnel =3 unblinded2 At
(A7 ZOixt, Gxpe O ==
st =71)
Blinding of outcome (B
assessment O=2 Each patient was assessed blindly
(Zarmotol it =71g) O ==
Ln(;om;()jljte ouctjcome n Ei 21z 9o
ata addresse =
e Mz 5.71%(2F), thE2Z 11.43%(4H
Free of selective =
reporting O=2 oI, R Ad 25 HMAlZ
(Mefx 27 O =sd
Other bias: =
Cointervention O=2 =
(3 9 HIEE) O ==
o : O3
Other blezf.EIFundmg oo HAJEIX| 2k
(]- 9—| H|E=) .%Qu




AH(Ref ID) 7
1MIHESHAE) Hanai (2004)
a9 HIZE S Al
Adequate sequence U=s Randomized study
generation O3 L O ot
(Sxel e gy mEsy SRS HAEAES
Allocation oy
concealment O3 o= gl
(HEaM 28) W=
Blinding of
participants oys
and personnel O=3 I NESPNIE =S
(A7 Zoixt, At W=
st =71H)
Blinding of outcome mse
assessment O=2 Each patient was assessed blindly
(Zarmotol it =71g) D ==
Incomplete outcome e . .
data addressed O=o Number of patients at baseline and at the end of the
(2253 AMKI2) BEEN follow-up are the same.
Free of selective e N .
reporting E oo Both significant and nonsignificant results have been
(et 27 0 254l reported
Other bias: e
Cointervention =8 =
a 9 HE) O=&4
Lto

Other bias: Fundin =5
a9 uj=z) 9 Des TINEX] 222

=g ==




HEH(Ref ID) 8
1MAHETAHT) Kruis (2019)
3 HIZELH At
LIS
Adequa.te sequence O =S HIAEIR] o2
generation U&s Randomization was performed centrall
(B9 WEEA y) WS ’ !
i Lo
Allocation O o= HAJEIA] oS
concealment oo Randomization was performed centrally
(HHZ2A 2H) LERE
Blinding of
participants Ows
and personnel O=3 I INESNIE =S
(B HOIXL, Ak WES
st =718)
Blinding of outcome Ooge
assessment O=2 I INESVNIE =S
(Rarmotol hst =ota) MEsE
Incomplete outcome oge
data addressed m=S AEX| UZ. FHE SMT(4/12), thEZH5/10)
(EEEE Zuxg) D=2
Free of selective mse
reporting O=2 O, R4 Au 25 Hgt
(Mef™ =) pEsd
Other bias: e
Cointervention O=s =
(a9 HIEY) O==d
- - L"Q
Other bias: Funding E oo This work was supported by an unrestricted research grant
(O < HI=E) O %iﬂw from NIKKISO Europe GmbH, Germany
==




HtH(Ref ID) 9
1MIHETRE) Maiden (2008)
a9 HISEAE A
Adequate sequence =) " . . .
gengration g E;g Randomization was conducted using a linear random
e f 1.
(@x1e] HEAA M) O =8 number generator of 0 to
Allocation owye
concealment O=2 =20 H=8E
(HHEaM 2H) W=
Blinding of
participants owe
and personnel H=s open label
(A7 #oixp, g7xfe) ==
st =718)
Blinding of outcome oge
assessment H=sS open label
(Zamztol thst =718) O==d
Incomplete outcome ] ;—g% A27| olo
data addressed O=s
(BSE8 Zuxtg) Desd
i Lo
rroo of selectve D8 OFR, 984 2T D5 9oL}, oY ZI}0jEE
(e o) B oy (EZ0IM2l 247t HO2 2SR g
o | — -
Other bias: [ =)
Cointervention =2 x|z el HFEE HEo| 7|15
(3 9 HISE) =24
e : | s
Other bias: Funding iy 017} o1H] X[ Ofy)
(J gl HI:,;E_I) D O [y |_?' = [m=]
=8 O e84




AtH(Ref ID) 10
1MIHETRE) Naganuma (2020)
=L HIEEAH Al

Randomization was conducted through a
computer—generated randomization program (Mebix Co.,

Adequate sequence msS Ltd., Tokyo, Japan). Prior to randomization, investigators or
generation O=2 co-investigators entered relevant patient information,
(BEHQ] HiEAM MA) =S including age, sex, the Mayo score, concomitant use of
thiopurine at the time of enrolment, and confirmation of the
inclusion and exclusion criteria, into the trial database.
Allocation muS Pa'uen’gs were randomised to one of two groups using a 1:1
concealment O=o allocation ratio and a block size of 4: the active treatment
BRAMN OB O ng group, receiving GMA or LCAP twice a month, or the
(=AM 2H) == control group, receiving no additional treatment
Blinding of
articipants e . . .
P P = s This was an open-label, prospective, randomised,
and personnel oo multicenter stud
@7 moixt, gy 022y y
)
Blinding of outcome e _ . .
assess?nent E oo This was an open-label, prospective, randomised,
o H
@m0 CEt EotE) O 2s multicenter study
Incomplete outcome oo For the sensitivity analysis, a per—protocol (PP) analysis
data add d oo was performed, with two patients excluded because they
f, ?2; resse EE‘W did not receive regularly apheresis therapy as per protocol.
(ESES 2uX=) B=== -z=z| 92
. o
e e mES CHNZIN(S), REK ZIUNZN TS, YN 2oHS)
=g = Hst
(e &) Ogay =T
Other bias: P Concomitant medication Y% & 25 E0{&
Cointervention O=2 -OfN|E FoF Ha F7H LESI A, 2 SAXLE |26k
(a o HEY) O == EiS
All investigators received non-financial support (provided
with adacolumn O or cellsoba E. O for maintenance
Other bias: Funding H=S therapy) from JIMRO Co., Ltd and/or Asahi Kasei Medical,
Q9o H=2) =2 Co., Ltd. during the conduct of the study. However, the
== O =% funding source was not involved in any part of the

preparation of the research protocol, data analysis, and
drafting of this manuscript.

_‘IO_



g (Ref ID) 11
1MIHETRE) Nakamura (2004)
a9 HISE Al
—HIEHO oro

Adequate sequence e © = HN_EW o L
generation O=o The UC patients were randomly divided into two treatment
A A AN SaiA groups: a gran_ulocyte and monocyte apheresis group(n=10)
(P9 iE2M 4Y) === and a conventional treatment group (n=10)
Allocation oge
concealment O=s M=K 22
(HHEEM 2m) ==
Blinding of
participants oge
and personnel =2 I INESPNIE =S
(A7 ZOixt, Hipxte] WS
st =718)
Blinding of outcome O%e
assessment O=s M=K 22
(Zarmotol it =71a) W
Incomplete outcome mse
data addressed O=s EC RN
(BEES ZURtE) O===
Free of selective Oge
reporting =8 oIt Aik= MAGHK| ¥, Rad Zut S &oliE MAISHK| 23
(MEAY 2) DE=d
Other bias: e
Cointervention O=2 =
a 9 HIE) O=d
Other bias: Fundi D=8

er bias: Fundin o
2o niee 9 Oss HAIEIR] ek
( Q| HIE -:-) m =23

_‘I‘I_



¢t (Ref ID) 12
1MIHESHAE) Sands (2008)
39 HIZE S At
Adequate sequence e . . . .
gengration q E oo ...using sealed envelopes with sequential numbers issued
(@x1e] HEAA M) 0250l in blocks of 3..." and
Allocation e . . . .
concealment E o ...using sealed envelopes with sequential numbers issued
A 2m) e in blocks of 3..." and
Blinding of
participants | = "a polyvinylchloride bypass tube was inserted between the
and personnel O=s Adacolumn and the Adacircuit to permit bypass of the
(1 EO4X}, ALK} == column among patients undergoing sham procedures."
CHst =71)
Blinding of outcome =]
assess?nent ; oo The gastroenterology team was blinded to the treatment
(Zapmolol et Eot) OEey  #esonment
Incomplete outcome Lio Intention—to-treat analysis;
data aF()idressed ; oo however, 66% of patients completed the study (6 patients
(E225 AUXID) 0 oAl left the study because of disease flare; 5 from apheresis
=S¢ 2Kt Bk group, 1 from sham group)
i Lo
e e mEs O B4 ZIHE RS BT, QOJ8 23 LOBH 22 2
To = "t
(e &) E
Other bias: Oue "Subjects who withdrew before the week 12 visit were
Cointervention co treated as treatment failure for primary end point (clinical
Ayt O 235ty remission).” - FHA|7| H0f| Ha|E S 0|RE Z2=
(3 9 HIEE) === AtEO) “R12 ATf 2 Folt
o - O %2
her brae e mi 21z Q1TH| K2 B (HIEA, AU 5)
( 2' |E|:|) 05

_12_



¢t (Ref ID) 13
1MXHETAT) Sawada (2005)
39 HIZSE A At
Adequate sequence oye
generation O=2 Toto| M=E0] UK L=
(9] HiERA )  mEs
Allocation Oue “The assignment of the enrolled patients to the active
concealment Q=2 group or the sham group was performed by a controller
XA O - S5l who was independent of the other staff, patients, and
(™M 2H) = relatives.”
Blinding of
articipants e ] . .
P P u s Both columns were covered with an opaque material so
?gip::;i?ni?xm O %Sw that they could not be distinguished by the patients."
i (=] y L= =
CHE =7H8)
Blinding of outcome m%e "To ensure proper blinding within the clinical evaluation, the
assessment =2 medical staffs of each institution were separated into two
(2o sk =71y O 23 independent groups.”
Incomplete outcome =S
data addressed Os3 SEE 2= SAS0| tiet Z2ut 24E
(ESES ZUKIR) O =24
Free of selective =S
reporting =2 Idut Red ZUE RFED
(MEfs 27 O &&d
Other bias: [ =)
Cointervention == x|z sl RS 0| 7|15
o HE) O s
mue This study was undertaken as a study project of the
Other bias: Funding - oo Research Committee of Inflammatory Bowel Disease
(O 2 HE) O %;Fg' supported and funded by the Ministry of Health, Labor and

Welfare of Japan.

_13_



HH(Ref ID)

14

1HA(ETAHE)

Sawada (2003)

R

AL

Adequate sequence
generation
(29l RN YY)

5| MaH 0 UK 4Z2

Assignment of patients to the LCAP and h—-PSL groups, and
statistical analyses, were both performed by a Controller
(Prof. Naokata Shimizu, Dept. of Internal Medicine 3, Teikyo
University School of Medicine, Ichihara; Chiba and Chihiro
Hirotsu, Dept. of Engineering, University of Tokyo, Tokyo)
independent of the institutions participating in the trial.

Allocation
concealment
(HH™E=AM 20)

Assignment of patients to the LCAP and h—-PSL groups, and
statistical analyses, were both performed by a Controller
(Prof. Naokata Shimizu, Dept. of Internal Medicine 3, Teikyo
University School of Medicine, Ichihara; Chiba and Chihiro
Hirotsu, Dept. of Engineering, University of Tokyo, Tokyo)
independent of the institutions participating in the trial.

Blinding of
participants

and personnel

(B O}, ALK}l
CHst =71)

The patients were registered via telefacsimile with the
Controller Committee (Shibuya, Tokyo), which performed
the group assignment on the basis of severity, extent of
lesion, clinical course, and refractoriness, to obtain two
groups with matching patient backgrounds

Blinding of outcome
assessment

(Z2Hgotol st =74

Mz orgl

Incomplete outcome
data addressed
(EEEE ZuXlR)

Free of selective
reporting
(deyx =)

Other bias:
Cointervention
(3 2 HE™)

SASP, 5-ASA H 7[EfofE RIS ofLt, 7|Et 2F=0
FAUXE HABEX

Other bias: Funding
(3 < HE3)

Funding for this clinical trial was provided by Asahi Medical
Co. and the Ministry of Health and Welfare in Japan.

_14_



2. XI2ExE

¢t (Ref ID)

1

1XHXHERAT) Bresci (2008)
o SIEET 0HE|O0f
AREN . E—_r“é*ﬁlf ALY ANAT
o Ol T
o OIPOHARL BETIZE MAIEX] oS
o OIPONA S AU TIEY 2tk 80 (40/40)
o MERV|E AN, MUHAIZEE O QoA HIYA TR SIS M
o HIRIZIE: QAL Slim2Io] Y27, A2tst M 2 AT B ALY Y o
= 717101 13 0|2, HAAKH AHZS SO| U= SXE
. BXJI2SHE:

Pt T FA| Shz e P-value
HATCHERKE) 80 40 40 NS
=/04(3) 46/34 24/16 22/18 NS
HAHZH(M)(mean+SD) 39+5 40+4 38+6 NS
SY7IZKH) 5.5+2 6+2 5+2 NS
TR M i IZHoNE) 4+15 442 441 NS

«  Alzg: GMA (40%)

S e 9F7|7|(RH|E): Adacolumn™ (JIMRO, Takasaki, Japan)
o A& UH (HA S 2 138)/F, 652t

HIw S

ClRETEN
glos A=)

HIWX|Z: AHZO0|EX F=A methylpredinisolone), 28 E= HUFAHA0H)
AA| 8=: 0.8~1mg/kg /day, 257t 0|F E0Z &Y 4-6mg/15F

2I1H %42 58
(concomitant

H&: A7 b-aminosalicylic acid(ASA) 2.4g/day (& 18 25 £ARKX|)

medication)
ES it . —’T‘—E.J_E.l_}’_éwz._h 63, 6m, 9m, 12m
« EHHEIGIS
o B9 ¢, Y, 01N K= ¥ oY Aot &l £ 59 SEH0 et SA
o BM0| 2L AZ. F IE 7t2| 7ts8t XI0IE H7tot7| flo x2-test@t Fisher
HEtot HAEES MHESIH AMESI0 Qiltel, & HE, K& Holl = HES g2 &
AR A Ao 2 XMIS| BE3MZ. A+ = A™Y mean+SD HIWE 3t student’s t-&

H2 05% Mz 770N 20 22 AHOE SYHEUS. ZE A HAEE YS0(U
8. P 0.059 &2 ALZE 2E HIAEQ ol SHZXCR Q9|5 HOZ VIFERAS.
E7= SPSS 11.5(SPSS, Chicago, IL, USA)Z XSS

S % (N) Hl W= % (N)

=7t P-value
2(10%) )

TS 2

10(50%) <0.05

C=2 —

gastrointestinal
intolerance

facies lunaris

vascular hypertension

glucose intolerance

== N AN

S % (N)

Hlw= % (N)

H
r\l

P-value

Hali(remission) =S

72.5% (29/40)

50.0% (20/40)

NS

(CAKE; EI <4)

40.0% (16/40)

25.0% (10/40)

NS

_15_




Bt (response)
(CAKB; Ely4)

20.0% (8/40)  |15.0% (6/40)

NS

o T SEQY Zlts SANCE RSt X107t ALK LUUS0E S50 HLY
P CHA SR} X|=0| U AHZO0|E(MP)ELE 2313, GCAP 189 BAE2
== ERL RS FUS. HHZ CCAP X|= = HHE 2 Xz AHZ0E(MP)E
X|= 2 X0 HisH FHEE 7|7t SO O M2 MdS BERS
funding s HAIEX %2
H| 2 -

A 1A 7=

_16_




H(Ref ID) 2
1MIHESHALE) Doménech (2018)
o QGFl=ipr =Y
HEN o CiTEA: 2R PMAL
=rTe o GRYE RY bI=H(QAER|CL SY, O|F2|0F IEEZ AH|QIT |2 3971)
o CIFOHMA 2F7|17H 2008~2013H
o TN S HYY CINESRt 1339 (62/61)
o MEHT|E: 75M Ofot 2, AHIZ0|E Q& &4
o HIEPYIE: Hpad, U 42, B, C°”f°4 HIV, 54 g 2, d2st AY
A Aot YIZ 5, AU, R, UAE B HE S
e AU EHE
1L A} T Sz Chaat
AT LHARHE) 62 61
=0 61% 65%
HHAAH(M)(mean+SD) 44+11.5 43+12.7
FE717H(H) 6.4+5.2 79+76
Z Mayo Score 7.3%1.7 7.2+16
*  A|Z%: GMA+Prednsisone 40mg/day
S e 9Z7|7|(RH|E): Adacolumn TM , JIMRO Ltd, Japan]
o A& g (MA Sl T8 F 15, 657t
=T
Hlmixﬂﬁ o H|WX|Z: Prednisone ™% 40mg/day
(HIm=xHHOo| o AIAl H1: 40ma/da
glo® M=) = e T
BIH 42 58
(concomitant o LS FARHE O|HRE S80lH AZA, AHZ0E =8
medication)
o FRUHTIZE 24F
s HHE =2
FHEE A - & 42T PO E X =LEHS A=
AT GMAL 273[43%], THCLIA The E0i2: 152[25%] P = 0.027
- BT AIR: UM 2AsKn=51), Z2EZ 9Hn=17), SHE|(n=8), 0|AHIS
(n=3), £2(n=3), 7|EKn=7)
ZTpE M up o S/ XHH*M?J%_—E*;"& | 2ol X2 i 52l Kaplan-Meier 2&g &

HS. T Aol Tt Y

ot = 27

= HAEES AIE5H0 4

HAS

SX=% (N)

H| W% (N)

7t P-value

Feeling cold 14

Dizziness 14

Hematoma 14

Circulatory collapse 1A

7|E} O ES

A
i

SH=% (N)

H| W% (N)

Ear pain

Vomiting

Dyspepsia

Constipation

Abdominal pain

Pyrexia

Varicella

Tuberculosis

HIV infection

Tracheitis

alalalool—=mINvolml— =

Nasopharyngitis

o|o|o|—|— OO0 = O OC|O

_17_



Bronchitis 1 0 -
Hyperglycaemia 0 1 -
Muscular weakness 1 0 -
Arthralgia 1 1 -
Headache 2 1 -
Insomnia 1 1 -
Cough 1 0 -
Hypertension 0 3 -
Intracranial hemorrhage 1 0 -
Pulmonary embolism 1 0 -
Superficial 0 1 _
thrombophlebitis
Spontaneous abortion 1 0 -
o ZufHsr o 3 EIEE
ZotHs T7IAIE B % (N) HIT % (N) 7t P-value
%*éi(remissifn) 12% 19.4% (12/62) | 18.0% (11/61) 0.42
HAAN-QEY ﬁ (jfte“rfjg Ougs)’ 2475 12.9% (8/62) | 6.6% (4/61) 0.12
gkS(response) 12% 45.1% (28/62) | 24.6% (15/61) 0.025
(71Z2:Mayo score ZA>3
e E|A 30% ZtA 24% 21.0% (13/62) 9.8% (6/61) 0.068

« 29 AJROIA 75:719] GMA A2 HEXO! 378 Prednsone £ A0 713

ae T 2 AHZ0|E Y& HA0| U= SX0|IM AHZ0|E-free #oli| HIE2 5710
K| QSR AAE L2 XA
. * Funding was provided by an unrestricted research grant from Otsuka
funding i
Pharmaceuticals
H|Z -

A 1A 71
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Siti(Ref ID) 3

1XMIHETAHT) Eberhardson (2017)

AP A
« o7 RCT
EAM cT=
Hrse . el e
. GITORAR} D712 ARt

- OOy S AYS Y

o MER7|E: 18~754] M9l ZST O[A9 HA CHEIMEKHMayo score 6-11, with
stool frequency score of » 1, flexible sigmoidoscopy findings » 1, and
minimum extension 15 c¢m from anus].

o HiMPV|E: SE0IS

LHHAO
« FAVIZS8E
Table 1. Baseline demographics and characteristics of the patients who underwent the randomisation.
Characteristic Placebo [n = 9] Active [n = 14] Total [ = 23] P [active vs placebol*
Male, n [%] 1[1L1) 6[42.9] 7304
Age, years, mean = 5D 358117 38.0+11.0 376110 ns
Weight, kg, mean = SD
Female 65.1=10.4 77.6=13.9 71.8= 136 0.031
Male 81.0 81.5+10.2 81.5+9.3 ns
Disease location, diagnasis,  [%]
Pancolitis 5156] 7[50] 12 [52]
Practosigmoiditis 444 7150 11 (48]
Proctitis 0f0) 0fo] 010]
Disease location, inclusion, # [%]
ﬁ;tﬂg Pancolitis 0] 0o] 01[0]
Proctosigmoiditis 556] 643 11 (48]
Procritis 3133) 5136) 8[35]
Unknown* 1[11] 321 4117)
Disease duration, years, mean = SD 121=71 10399 11.0=8.8 ns
CRP, mg/l
Mean = 5D 1508 38227 29=:14 0.022
Median L0 4.0 2.0 ns
Mayo score mean = 5D 8.1=08 8.7=08 8509 ns
Mayo subscores
Endoscopy subscare 21203 2.0 220 ns
Rectal bleeding subscore 1.9=03 2405 22=05 0.014
PGA subscore 1.9+03 1.9+03 1.9+03 ns
Stool frequency subscore 2204 2406 2406 ns
Concomitant medication, # [ %]
5-ASA® 7 (78] 8(57) 15 [65]
Azathioprine 4[44] 3121) 7130]
Corticosteroids, systemic 1[11] 2[12) 3113)

CRP, C-reactive protein; PGA,pPhysician’s global assessment; SD, standard deviarion; 5-ASA, S-aminosalicylic acid.
‘No proximal limit visualised at sigmoidoscopy.
"Mesala

“ns, not significant [p = 0.03].

azine, balsalazide, sulfasalazine

- NEF YT EAeY
C

S e 9|27|7|(RH|H): CCL25/CCR9-based apheresis
o A& S (MA] 314 IEh: 220f $t ¥, & 53

HIw S _

(HZZTHo0l L o anam

MAJ S ST U A

o 4ep

2715 o2 28

(concomitant o LR AHRO|E, b-ASA, E= E|RZ2(thiopurine) 228 ol

medication)

FHgm 3 o FHBEIIZE 129

At o EEHE (80| E0H 42, ENEHUE): 2/14EMD), 1/9(H|1T)
o (YO Zah):

Zaps Ry - Ht2(response) (Mayo score Za >3 £ Z4 30% &)

2ol (remission) (Mayo score <3)
o EJuiH: 317E2M Mantel's test, Wilcoxon signed rank test, ANCOVA
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(CCL28/CCR) Sham
major safety or discomforts 0 0
7|Ek R =)
arga-Any Headache 39%
nausea 1
HYE EY et 1
opportunistic infections oA

A
< FyE

20] 12] Apheresis ~
Z53/AA) (*CCL25/CCRg) orem  Prvalue
= 23l (remission) 12.5%
ARAHN-Q M (Mayo score <3) 12 35.7% (5/14) (1/8)
B2 E(response) 37 5%
(Mayo score Z47+ 3 0|4 12¢ 57.1% (8/14) (378) -
O|7L} 2|4 30%0(4 Z4)
e o T SAQER Y HEY X0 2V} QUZ
fundin * This work was supported by the Swedish Medical Foundation, Vinnova,
g IMTAC, Stockholm council [ALF], and the Wallenberg foundation.

H|1 -

A 1AA 71
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1HAHETRE) Emmrich (2007)
e T
. oA
B8y L i vy
« CIIORR DEDIZE BiAllE
- OO S AEe: o Ao e
o MEDIE: ELA 14 0[4 2A R, 19 ~ 67 A 40
: 9 7|5 CAI YO FE Q8= 42210] 9l 29, MU 2,
Cl

ALY

Table 1

HIRI7 I 19 e 7
QA EE £9301 014

ZOF =
AGEY X,

&7} 7l S5E:

= oLt

o

Baseline characteristics of study patients

ALl patients

Responders

MNonresponders

sulfasal.
Aathioprine

1oy 7

wWariable Cre = 200 CIP) Cre — 1<) CIP) L1z — &)
Ame )

Mledian =TS 36 Zo

Range 1967 23 6T 1962
Sex

Female (963 3AS 36 33

MIale {96 &S [ o7
Woeighit (ko)

MAledian e TR TR

SSs—10S SS—10S SS—o3
since diagnosis (o)

MAecian Sa e az

Range 18— 180 2 LSO 18102
AT TFoA40 = 1.53 F.21 =+ 1.2S5 T.B3 =1
Extent

Total colitis 7 = s

Lefi-sided colitis = rd 1

Distal colitis s = o
Adtacks in previous 12 mo

Mlecian = >3 =3

O. 1 —cont. O 1 —cont. O, 1 —cont
Medication at weelk O
salamine/ 18 12 =3

A& T EAeH
S

=xp o 9IR7|7|(RH|H): Cellsorba FX (Asahi Kasei Medical, Tokyo)

sH= o AlZ W (HA| 3l I8):*20Y 537t 3 15| MAlotL, 0| & 14HO0| H5f; 14HS
LCAPX|&/HIXEFORE Lie B2 LCAP X&22 & 18], 5717 O Tisst

H| W SXHH

(HIZSTHO)
glos Mz

g9l LCAP HIX|%

HA| R LCAP =3 OFg

Sk

2715 o2 28

(concomitant o LHE: 5-ASA, AHZ0|E, E= AZA
medication)
FxpE 9 o FNIET|IZE 60E
B « HEE (260 BUE 42, HUEWR): 1/9 AT
o ZIPH(HO| Z2Eh): Wl (remission) (CAI<4)
AR A{HHH s EJ2: mean * standard deviation (SD). Mann-Whitney U test, Wilcoxon
test, P values Y& AH, P values  0.05 EAXMOZ Q95
LCAP x| LCAP St
2
AP A-OLHY LUAR &2 : _
transient hypotension 471/1398] -
paresthesia 1374/139%3] -
o AMHZ WS (remission) (CAIL4)
ApAN-QF5M LCAP X|&(14) & 18, b7lazt LCAP ZH(6) P-value
62.5% (5/8) 20% (1/5) -
Az o IS SAREE HYY UEY X=o| S| MY AU
funding o g ot
H| 11 -

A 1AR 71E
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. ATAYRE U
« S RCT
EAM o=
A7sd . oifEk ol

o GITOHYAL 2F7|1ZE 2004.04 ~ 2009. 12.

o ORY &4 HYH UEY

o ME{TIE: 12~ 75M|, 224 239 kg O UC, 3332 1057t GMA AAJ511, 3202 Lis

o HiH|Z|E: HRAIRF 4% O|L, cyclosporine A, or tacrolimus, 8% O|U, infliximab.
granulocytopenia (neutrophil count, 2,000/uL), &Z2fst A%, MR = 7H &AL HIH
(hemoglobin £9.0 g/dL), Al S0|HLt H2X0l .

o VIR EME:

Table 1. Demographic Characteristics of the Enrolled Patients Are Shown (n=33)

Characteristic True (n=11) Sham [n=11) Control [n=11) p-value
Gender, male/female 47 38 7/4 0.1993
Age, yr 326489 37.0413.2 39.4413.7 0.3941
Duration of UC, mo 71.2479.3 180.1+226.9 T0.9475.4 0.1217
Location of UC, total{left-sided 65 47 38 04113
Steroid refractory, yes/no® 9z 92 7/4 0.5169
A First onset, yesno of1 0/11 110 0.3566
E?EH of Use of AZA, yes/no' 38 110 2/9 0.5427
At entry for the remission induction therapy with weekly GMA
CAl score 11.744.5 9.2+4.3 11.542.7 02717
Dose of PSL, mg/day 349195 205£21.8 774211 0.1268
CRFP, mg/dL 0.94£1.39 0.69+1.28 2324377 03179
El score B.6+1.1 [n=5) 9.7+1.2 [n=3) 8.7+1.3 [n=6) 0.3392
At the end of the remission induction therapy with weekly GMA
CAI score 35418 37£1.2 3514 0.9599
Dose of PSL, mg/day 11.3:6.8 6.816.1 13.9413.3 0.1356
CRP, mg/dL 0.07£0.10 0.44+0.76 0.08+0.05 0.2468
El score 3.7+1.2 (n=3) 43+1.2 [n=3) 3.7+1.2 [n=3) 0.4219

Data are presented as meangSD.

UC, ulcerative colitis; AZA, azathioprine; GMA, granulocyte/monocyte adsorption; CAL clinical activity index; PSL, prednisolone; CRP, C-reactive
protein; EL, endoscopic index.

*Steroid refractory was defined as active disease in spite of an optimum dose of PSL for 14 days; "AZA, 0.5-1.0 mg/day.

- AEY LY ExeY
=1 e O|F7|7|(XH|H): Adacolumn
o Al it (AA] 312 T8} 4Z0ICH135] (¥ 13))

T
CRES TN
glos A=

e H9J: Sham/ Control
o ALl 9 Sham SX{0[Z SUsHAGHL, control & 2|

2715 o2 28

(concomitant o LIE: FASEY MEE SE01H AZA, AHZ0|E =& 5
medication)

FMpE 4 i = (o=

ot o FNEET|IZHY EHEHE (S0 E1E U2)
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l Patients with ulcerative colitis (n=73)
’g Excluded from the maintenance trial (n=40)
= " CAIl 25 after remission induction therapy (n=20)
B Declined to participate (n=15)
& Could not be followed (n=5)
LI Randomized (n=33)
Week 0 i l
£ AFI:I::::: d";ﬁfﬁ‘?égﬂge}wenﬁm (n=10y | | Alocated to sham (n=11) Allocated to contral (n1=11)
=S| . " - - ‘Received allocated intervention (n=11) "Received allocated intervention (n=11)
g [;EC:S;?(??:?:D:!U&::%Thlzn;:tnmn *Did not received allocated intervention *Did not received allocated intervention
< || intervention (n=1) (n=0) (n=0)
! ! !
[ ] Lost to follaw-up (n=0) Lost to follow-up (n=0} Lost to follow-up (n=0)
% Dliconlmged méeru‘ent\o?o Discontinued intervention: Discontinued intervention:
E § expegen_::ied ?erapse 8 experienced relapse; 1 opted for T experienced relapse; none
k= gii,?‘u \;?r:efj n:u;:arg:ﬁrg'r surgery; 2 withdrew, 1 at will, 1 opted for surgery; 2
* mIErvEF:ﬂiun) (n=6) complained of ftchy skin {n=10) discontinued at will (n=9)
] Week48 l l
w v
E Analyzed (n=4) Analyzed (n=1) Analyzed (n=2)
= Excluded from analysis (n=0) Excluded from analysis (n=0) Excluded from analysis (n=0)
<
Fig. 2. Treatment of the patients and summary of the clinical outcomes.
CAL clinical activity index; GMA, granulocyte/monocyte adsorption.
o ZAutH(HO IE): - Half (remission) (CAI<4)
AR A{HHH o EJe: two-sided Mann-Whitney U test (H¥X X|H). Kaplan-Meier survival
analysis, two-sided Fisher exact test (O|2& X|H). 94=: p(0.05
GMA Sham
serious side effects 0 0
AR HI-OHEY
nausea 29 -
mild skin itchiness on both forearms without eruptions | — 19
. AnEs
(33 b7t
SN GMA (11) Sham (11) o value
HAN-25M LE=0 4304 (& 13)) Control (11)
18] HA))
:'CI'EH <remission): 48% 40.0% <S> 9.1% 0.12
=
(CAI<4) 40.0% (©)18.2% 0.42
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1001 Log-rank test p=0.26

@
=]
'

@
=1
n

Patients avoiding relapse (%)

40 4 p=0.42
? Contral
204 !
=0.12
0 P
o 100 200 300 365

Time (day)

Fig. 3. The survival analysis of allocated patient is shown (n=33).
The probability of avoiding relapse [AR) (% AR) following a series
of 10 weekly granulocyte/monocyte adsormption treatments tended to
be higher in the True group at the primary end-point compared with
the other two arms. However, a log-rank test did not reveal a statisti-
cally significant difference between the True group and the other two
groups (p=0.2641). In addition, the Kaplan-Meier survival analysis
did not indicate a significant difference between the True and Sham
groups [p=0.1297) or hetween the True and Control groups (p=0.4240).

1007 Log-rank test p=0.0443
g
g 75
g. -2
® &
2 s p=0.0439 || =
5 Centrol a
g
L]
P
2 254
g
=
o

o0

0 100 200 300 365
Time (day)

Fig. 4. The % AR in the low (<20 mg/day) prednisolone subgroup is
shown. The % avoiding relapse [AR) following the remission induc-
tion with weekly granulocyte/monocyte adsorption was maintained
by 57.1% of the patients at the primary end-point. A log-rank test
indicated a significantly higher % AR in the True group than in the
other two groups (p=0.0443). In addition, the Kaplan-Meier survival
analysis indicated a significantly better prognosis for the True group
than either the Sham [p=0.0219) or Control (p=0.0439) groups.

[N
rhu

« O SAQES B0 SX0|IAIA HotSE

=H -l d=2 =

FAlot=H oL 8 s H0IAS

* Health and Labour Sciences Research Grants for research on intractable diseases
from Ministry of Health, Labour and Welfare of Japan.
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e A
o I RRQIHY AT
a7s4d « GmI[E NR
o OIPOHARL BETIZE MAIEX] oS
o CIFOHA E4: MZISH HIYY TIRERIAL 709 (35/35)
o ME4T|IE: HYY HEE BRHCAD 210, range 10-23)
o HIRIZIE: MR 2S
. #7712 SN
ALCHA T Sz LA
ATHARHE) 35 35
=2/0(3) 20/15 17/18
I3 (M))(range) 39(17-68) 41(20-63)
KY7|1ZHOKE)(range) 71(1-372) 66(1-247)
« Alz%: GMA (35%)
S e 9Z7|7|(ZH|E): Adacolumn (Takasaki, Japan)
o A di: A 337t 28]/, 0% 138)/F, Z| 113))
HI W SXHH

(HIRSHo|
gloH 4ep

H|WX|=: Prednisolone HMZFEA}
HAl ' 40-60mg/day, 5~10LS2t

21 %42 58
(concomitant

medication)
FHEE A o FHBHTIZE 2%, 6F,12F
ZapHS o EHEHE ZMZE 5.71%Q2Y), AT 11.43%(4H)
o EHMH: Mann-WhitneyZ mean= S.D. value. Hlil= U HAEZ $EQUS.
ZAuEA{HiH S UMESE HUE I x2 SAE MBI 242 A2 2= SAHX -0 sl
FO+ZE 0.055 ArEoI¥CH, MHe 42 U= A%¥s HEol¥a
o OlYELE
s Sz % (N) | HW % (N) | 22t P-value
oL Z-Okx A flushing 7 -
dizziness/light headedness 5 -
X0l AHZ0|E 2 2&E - 29 -
o ZifHa BEE 3 UGS
ZnfHa I | BAZE % (N) | Hwz % /N) | 22t P-value
25l (remission) = o 0
HAAN-QEAN (CAI<4) 63 74.3% (26/35) | 48.6% (17/35) 0.0234
Ht=2(response)
(CAILE; M= ZA 123 80.0% (28/35) | 63.9% (22/35) NS
=0| 5% 014
*  GMAU CHEH 244 BES2 Prednisolone CHH| H|Z6tHL B E%4S
Az *  GMAO]| tHgh BES2 Prednisoloneli] tHt BHSHELCH O] & =&X|2E, Prednisolone
M F=AEL G XS 7SS
funding * HA=X %=
H|Z -

A 1A 71E
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HH(Ref ID) 7
1MIHETRE) Hanai (2004)
o iFadli=vp U=
o ATAA: RRHIY AAOIE
a7sd . oimIla Erela
o ATLCHAXE BR7IZE 2000.48~2002.10¥
o CIFON S8 ALY UIYY 2Rt 69H(46/23)
o MEHYIZE: HIAZIX| &S
o HiXIZIE: MAZIX] &S
¢ HRVIZ EQE
T J= STz =2
ATLHERHE) 46 23
g/0(3) 22/24 13/10
HRAHM)(mean+SD) 37.9+14.3 37.7+10.0
FH7|ZHH) 8.1+6.6 7.9+53
e Al&H: GMA+Prednisolone (12mg/day) (46F)
N o O|F7|7|(RH|H): Adacolumn (Takasaki, Japan)
o Nz g AF 28], 0|15 18)/F-10F2t
H| w0 SXH'H

(HIZSTHO)
gloB W2y

+ H|WX|2: Prednisolone THE(23%)
o AA| g2 30mg/day K| S

21 %2 58
(concomitant

» LiE: Steroid, 5-ASA

medication)
FHLE 4 o FNWEIIZE6F, 12F, 24%F
ZapHs  EEE QS
o S ESYAUL Y2 FAEX %= st W, SD UCER HAEMN Hus=
ZAnpEMupy Magﬂ‘\;/VhiLﬂev g EHAEZ #@EI%;%é)é?i %2 Hemﬂg_ o x2 gxﬂeér;% 0 ng}
O 245198, 2E SAN 43800 ol Re+ZE 0.065 AE5I¥CH, MEst 42
= 4BE HESIUS
o OMEIS
e M= % (N) Hlw= % (N) =7t P-value
AR ALY flushing 6 - Z
nausea 2 - _
mild fever 2 - -
o ZupHS ASiE
ARHI-25 M B Wl SAZ% () | B2 % (N) | 22 P-value
(remission) | 6% 52.2% (24/46) | 60.9% (14/23) NS
(CAIL4) 123 84.8% (39/46) | 65.2% (15/23) NS

o UET SAQB(GMA)2 HTHE ZToIT AHZ0|EE EHEEM 5522 55 7

a2 =

== Y UIEF HE ASQH SNXQ EXQHOI WO LIEHHS
funding o KAIZX| 2E

HI2 -

A 1AR 7%
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o G =Y
o ATIMH RAHIY LaAT
754 . I B
o OIFCHARE 2E7|ZE MAIEX| b5
o ATNY EM: XY HIYY HEHE 22H(12/10)
o MEHY|IE: EEY YUY HEE Skt
o H{F|7|Z: XLt 227t Prednisolone AKZ, X[t 2L L0 M2EHM KK, HEIX|K| At
£, 31 Hof (fibrinogen level Y700 mg/dL), EH 2A|, MU ZEH
o« BAtVIE EHE
avte 7E =2 B
AT CHARHE) 12 10
=2/0(F) 6/6 5/5
HA A (M)(mean +SD) 38.8+10.5 38.6+8.2
O1TLEI01 M 5-ASA EQHIHE) 9.8+7.6 10.5+4.6
o Al&YH: Apheresis(GMA) (12%)
ST e 9F7|7|(RH|H): Immunopure (Nikkiso)
o AlE U (MM 315 ZE): 18)/F
H| W SXH

(HIZSTHO)
QOB M2y)

HIWX|Z: 27 AHZ0|EXH|(Prednisolone) (10H)
A\ BH: Prednisolone 40mg/day (6552t Omg//iX| MAHE &)

21 %2 58
(concomitant

LHL: A|ZF AIHO|AM 2| mesalazine 222 Z7HK| 22

medication)
Fxpa o o FNEET|ZEBFE, 12F
At o EEE ZNF(4Y), HEZ(GY)
o EghY: BREEE Kolmogorov-Smirnov HAES AF26IH HAELUS.
AR M e Mann-Whitney U- E= Wilcoxon HIAEES AtEol0 18 HIWE 333,

Biol/EtS 2ME O[3 Fishero] HEist ZES AI2HS

o™= =
o OlMEEE
e e SME%N) | Hdw % (N) | =2t P-value
bronchial infection 1 - -
ischialgia - 1 -
infection with Clostridium difficile - 1 -

N2t 0|NuIS:

- ZX=: Clostridium difficile ZHE0|| O|5t QAL 174
- DR OISSHR] 2o A2fst 0| AES eifis

AN O

2L HoE/USE

A I M%) | HwE % (N) | 22t P-value
oqaN-Q5M id- OJAIX
d7di-#ad steroid-free &1 125 | 25%(3/12) | 20%(2/10) 10
oo/ HEE
UK BISE 12 01 | 75%(9/12) | 50%(5/10) 0.378
* mesalazinell 2242 &34 A HHY SXUM ME22 ML 2T =0 R
2E USt ANE HOZU2. prednisoloneDte] HIWOIA QA X|2 &1} Q45+ OFFA
O] Hoi M AH|Z0|E GlO| HAXRZ J7I8 = U= 7[2|E MSHS
. * This work was supported by an unrestricted research grant from NIKKISO
funding
Europe GmbH, Germany
H| 1 -

A 1AR 7%
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- STadRr g
LEER i
=
- GIIOIARE BE7IZE 2003. 8 ~ 2005. 7
K = = |_ =
o QY 4 G5 FE SRHHYY tHEY £= A2S X))
o MEHT|Z: 18MI~70M| AOI QAR RESH AMEH, fecal calprotectin SE7F Wt ATHO| GHY
ol
o HHRZIE: Rl 67HEZE 2L, 7|2HQI TO|0E 22K, HAAMK|, HAZEN|, Y=t
. = A HIO
M MM, S|, 7B AHZ0|EH 283 E2, Y M 22 4%, HE Y, 2, A
4, o, g HeE AT E 3 otE "EY, A
- 2 SeE:
[TABLE 1. Demographics
Aopheresis Contral Toral
Parameter o= 29 o= 31 o= o0
Aoe (years) 34 4= 11.0 40+ 12.06 37T = 122
Woeight (kz) T2O = 14.2 T4.6 = 15.2 TEEB = 14.0
Race
Caucasian ma {(9%) 20 (O T 2 (TT.ATE) Al (TE.39)
Black rn (%) o (20075900 4 (12 D) LI L. 75980
Other n (960 310350 3 (D.TEE) O 1009
Sex
g?EHAoI- Mlale n (95 15 (S1.7%) 15 (48 .49%) 30 (S009)
Female e (9) 1 (AB. 3% ) 16 (51 .0%) S0 (SO0 )
Diagnosis
Ulcerative colitis m
(2] 18 (02 1% 19 (6l .3%) 37 (61.79%:)
Crohn's discase n
[e==p] 11 (37.9%:) 12 (3B.79%) 23 (FR.3F39)
Location
UC-procuitis A4 (22 25 T (3O 8%) 11 (29T
-Left sided
colitis 12 (6. 75%) S (26.3%) 17 (45.9%:)
-pancolitis 2 l1. 1% T (36 .8%) O (2 AT
C I -small bowel B (54 5% 2{16.7%) g (34 .89)
—colonic F(2T.3%) S AL TSy B (34 .89
-both 218250 S (41T T 30 4F)
Duration of disease
(months)
Mean = SD» T3.0 = 75.3 868 = 102.8 8001 = 901
Current CI»
smokers 2 5 7
CIy. Crohn's disease:; n, number: S, standard dewviation: LC, alcerative
colitis.
AH- ==
Alsd: IET S22 (GMA)
S ol=27|7|(ZHF): Adacolumn
AlE U (HA S 23h): & 18] b7t
HE S R1 n0 trestmont
S—l- NO Treatmen
(HI2SXHHO|

glog el

AAl Y na

27 o2 28

=o
(concomitant Li&: 5-ASA, B+ AHZ0|E
medication)
FNauE 9 FHBEIIZE 690E
ZapHa HHE 0%
AotHL(H Ol 1L TRHHS (3 (remission) (CAI<6)
Z a1 A %ﬁl;g%"i Fisher's exact test

ZIpE2(HOl IEh): time to relapse (Y
S log-rank test
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A GMA No GMA | Z7t P-value
deaths 0 0 -
serious side effects 0 0 -
GMA &
headache 16 (55%) -
Pain or bruising from venipuncture | 5 (17%) -
feeling cold / cold peripheries 5(17%) -
lethargy 5(17%) -
nausea/vomiting 517%) -
flu-like or coryzal symptoms 4 (14%) -
dizzy/faint 4 (14%) -
urinary tract infection 1 (3%) -

ver| T
o7 o
=
=]
S
E
=
'ﬁ os o
]
E P—
0as ]
o
L1 ] 23 30 TS 100 123 150 173 200
Days
—— Apheresis group
— Comtrol group
OOCXD Censored data
FIGURE 1. Surwvival curve (patients remaining in remission)

demonstrating agreater number and earlier onset of relapses in

the control group.

. I Bl (O7H2)

A %%(); H/'__,LL\I) o/loj |(l:_ /'__fl\l) =7k P-value
25l 72.4% (21/29) 32.3% (10/31) 0.0023
Time to first relapse 160.6 = 43.7 98.8 + 73.4 0.0004
S o UES ALY MEX AB2 EEtt 248 gl0], YMA LS RS AAAZ
funding o A O
H|1 -
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1XHXHEHAT) Naganuma (2020)
o HRpEEIp U=
HEA o ITAA: 2R LMHAT
arsd . OB 3UNHRCIE)
o AOHMXL BEIVIZE 2013.38~2017.3E
o CITOY E4: HYY XEUC) 32X (161Y)
. MEi7)E aE _c'>_AH)¢I 7|Z=0] Ol5t HIQH THRIY, AF|Z0|S Q&
o BiHP|E &0 T 43 OfLY prednlsolone 52 20 mg 0|4 £0, mesalamineF0
0| HaPL s AR, MEME Skt
. EX |2 SHE
arths I A Sz EZ
AT HARE) 161 80 81
2/04() - 37/43 41/40
HAHZ(M)(mean+SD) 12~85 46.2+15.6 425+17.4
FH7|1ZHSH) - 9.1+8.5(74%Y) | 7.6+7.5(78H)
*  Al&d: GAM or LCAP(80%)
=TH e 9IF7|7|(RH|E): Adacolumns O (GMA, JIMRO) Cellsorba E O (LCAP, Asahi
e Kasei Medical
o A= W (HAl 3 ZHY): 28]/
HImSxHH  H|WX|Z: No Apheresis

2715 o2 28

(concomitant e LHE: 5-ASA, prednisolone, thiopurine
medication)
ES It INCT] o FEXNUETIZE 127H%_ o
A o SEE ZEHER MASHK| UCL ZEX| T, EMZQI)UA: DT2EZUE F7|
=TeT @.QE X|ZHX| S5

o SAWH X &Y B7HH0| thal AN AdEdl= Kaplan-Meier BE0)| M2t 2
AN Mupy O &9 HAEE AB 3¥0:| EIAEEIRS. 28} HIHHSZ chisquared E= Fisher's

exact testS 0|&5l0 &

T LHA| A o=, 12718 2+

M LAIE Hotigs Hlwe

o\ gl HXE ZHof 670 2 1270y QU qug 1274

UEEE

- Apheresis Z& 0|4%1E: 9(11.3%)

Al EX= % (N) HlwZ % (N) =t P-value
Headache 3 - -
Skin rash, skin itching 2 - -
General fatigue 2 - -
b < L S o Anaphylaxis 1 - -
Cough 1 - -
Epigastria 1 - -
Abdominal pain 1 - -
Nausea 1 - -
Hives 1 - -
o T OF MG RAZ WM GIAS
o A HOHE
ZufH A7l BAE% (N)  HWZE % (N)  Z2tP-value
A7Za-|f&8d LHAIZE] 2ol 12m 42.5% 25.9% 0.0048
U= ol 6-12m 47.5% 32.1% 0.0540
2 LA Z A ol 12m 33.8% 19.8% 0.0513
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120 ol|M O] =X e EoiE2 SHzi(Apheresis) it CHE ZH0f| B2 1t
o

2

== T SACHE Y N X=Het RA QECE H 8K AS
All investigators received non—financial support (provided with adacolumn O
or cellsoba E. O for maintenance therapy) from JIMRO Co., Ltd and/or Asahi

funding Kasei Medical, Co., Ltd. during the conduct of the study. However, the
funding source was not involved in any part of the preparation of the
research protocol, data analysis, and drafting of this manuscript.

H|Z

*HMAXMAL 7 |E

_31_



HtH(Ref ID)

11

1MXHERAT) Nakamura (2004)
- G U=
© g Sxoly oo
HtEY . oim|E crol|
o OIFCHAAL BET|1ZE HIAGHK] 42
o ATONY EM: HIYM HRHSIAL 20H(10/10)
o MEHT|E HN tX| e2s
. HHRI7IE: FASHR S
o 2XHVIR EHH:
SILA Sia Sz Chaet
ATEHA K D) 10 10
=/04(F) 6/4 6/4
HrHAH(M)(mean+SD) 32.6+4.6 31.8+5.2
SY7|ZHE) 3.0+1.0 3.2+1.2
e Al&d: GMA (10%)
ST o 9|27|7|(AH|H): Adacolumn (Takasaki, Japan)
o A& g 13)/F, 557t
H| W S XHH o HIWXZ: MEHMQI XZH (10F)
(HZ=XHH0| o AL i MEMO| AlEX|E QM2 1088 U2 SME SN AR METt ¥

glop Mz

3|0flAf et X0 w2t Ab=AS

. GITHOI 4% SO Of2HY YIS, § I8 BT Y77 S0 SAS E 5-ASA
S| Hst G0IS. HTAR AIFOIA BE Et= Prednisolone(20-40mg/2)S
o

HIIM o 28 FOEL A
(concomitant = Sz ChA
medication) Prednisolone 100% 100%
Sulphasalazine 70% 80%
5-aminosalicylia acid 80% 80%
FHuE o o FNUET|IZE 63, 6702
A c EAEIQS
o ALY H0|BH= mean+SDE BHAlR. SAZMZ2 Y= O|F= OIO|E0 Chst
Z A Wilcoxon 2% «=2|Zdut ¥= 0|FX| &2 Hl0IHO EH°P Mann-Whitney U &8

02 +HEYS. HBEAS Spearman &9 AR HAE0| o) HATIAS. P

<0.05= SANCRE oot A2 7txEt

o O1dErS: MAER %45

»  ZutH=s UACR, ET-1, TNF-a

e A7 BME % (N) | HwZ % (N) |22 P-value
urine albumin/ A= 6.6+2.4 6.2+2.0 —
creatinine ratio t3} 65 1.8+20.6 6.0£1.8 {0.01
671 2.0+0.7 6.8+2.6 0.01
N 3.7x1.6 3.3+1.3 -
endotheline B3} 65 1.4+0.6 3.0+1.2 <0.05
671 1.5+0.6 34+1.4 <0.05
TNF-alpha N 19.2+8.6 18.4+8.2 -
(Tumor necrosis 6% 3.8%£1.2 17.4+8.0 <0.01
factor) 671 40+1.4 19.8+9.0 <0.01
+ BiS(response) (6 F): (CAIZ|Z0|LL, HA| Q)
GMA (10) = 18] bx7t conventional Tx (10) p-value
80% (8/10) 20% (2/10) 0.05

[N
rhu

* O] HOJEE= AH HRD
YA S22
otz Ol 2tHYs A

—‘?‘—XHX'O| O|E1 f"7f§ i




funding * HMAIEX 22

H|Y o oMY 20 NAGH S5, Rad 21 S Holis MAGH 25

A AR 71E
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1HAHETRE) Sands (2008)
AfpE=I*: 20|01, FHLICH, SE(QAEZ(0L, Er(0, TZA, =S, 0[H2/0f, =29
0], A9dl, g=), L=
HTEH o CIFAAII RCT
o G|k ChY 2 - 80| 3671, FE-1271, Y2-174
o GIFCHYN 2V |IZH AAgoret
- IR0 S YN Y B
. M| 18~75M] S0 BEY BST/A2E U CHuY BRt
o H{H|I7|E: AT, 42 O|U, cyclosporine or tacrolimus AR, 82 O|LY infliximab ArZ, 2
Z= 0|LH, budesonide or topical therapy. toxic megacolon ZX, QR0 HAH 0] HA
7 f U= B2, O[T proctocolectomy™, SIEO| UDIPSS, ST o &l
thrombocytopema DEQH/X SOt QrEHHI REl HALEO Rl ASN LSBT AT,
URHOI ALY O[AITY AR, 28, Y, B3Y/2ST HOH, HIV, 245t 1l S
. BX7IE ENE
Table 1. Baseline and Demographic Characteristics
Pivotal study (United States, Canada) Companion study (Europe, Japan)
Characteristic Apheresis (n = 112) Sham (n = 58) Apheresis (n = 31) Sham (n = 18)
Age (y), mean (= 5D), range 38.9(12.3), 18-72 38.6 (13.6), 19-72 41.7 (10.7), 22-61 41.4 (14.4), 24-70
Sex, male, n (%) 74 (66.1) 31(55.4) 20(64.5) 6(37.5)
Race/ethnic group, n (%)
ﬁ;"EHAoP White 96 (85.7) 50 (89.3) 28(90.3) 13(81.3)
African American 5(4.5) 0(0.0) 0(0.0) 0(0.0)
Hispanic 3(2.7) 2(3.6) 0(0.0) 0(0.0)
Asian/Pacific Islander B8 (5.4) 1(1.8) 2 (6.5) 2(12.5)
Other 2(1.8) 3(5.4) 1(3.2) 1{6.3)
Smoking status, n (%)
Current smoker 8(7.6) 4(7.1) 4(12.9) 3(18.8)
Exsmoker 34 (30.4) 13(23.2) 10(32.3) 7(43.8)
Nonsmeker 70 (62.5) 39 (69.6) 17 (54.8) 6(37.5)
Prior medications, n (%)
5-Aminosalicylates 29 (25.9) 18(32.1) 9(29.0 7(43.8)
Oral corticosteroids 51 (45.5) 20 (35.7) 10(32.3) 6(37.5)
Azathioprine /6-mercaptopurine 11 (9.8) 1(1.8) 1(3.2) 0(0.0)
Concomitant medications, n (%)
5-Aminosalicylates 78 (69.6) 32(57.1) 17 (54.8) 14 (87.5)
Oral corticosteroids 48 (42.9) 19(33.9) 11(35.9) 5(31.3)
Azathioprine /6-mercaptopurine 35(31.3) 22(39.3) 10(32.3) 7(43.8)
Disease activity
Mean Mayo score (+5D) 8.6 (1.3) 8.8(1.2) B8.4(1.2) 8.0(1.8)
NOTE. All enrolled patients.
o A=Y 1ETR XY (GMA)
=11 o OF7|7|(EH|H): Adacolumn (JIMRO, Ltd, Takasaki, Japan)
S o AlZ HiH (MA] 31 T8 97t 103
. (’Si ZTJ—’F- 23|, T2 257t 18], 13 {4, F 18] 4570
H| W S X H
e MOl sham tx
(Hl2SxyHo| Y
wsHE o AAEHE: SAEHL Y
olom Az
I=I7I-I-I oz 28
(concomltant o LHE: 5-ASA, AHZ0|E, 6-MP(6-mercaptopurine) EE= AZA
medication)
FEpE o - FHBAIRE 125
ZupH o EIEE (BS0| B0E Z, BOEH2): GMA (17/112), Sham (15/56)
o ZIPHA(HO| LSl Bdf (remission) (Mayo score <2; 0-1 endoscopic score), BIEE
ZupR At (response) (Mayo score decrease >3), 42| &

E74: Fisher exact test, Student t test or Wilcoxon-Mann-Whitney test
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1

2

1MA(ETAHE)

Sands (2008)

H OJAEI2 (GMA vs. Sham)

- GMA Sham .

[S1== 9

&= (n=143) (n=72) Difference (95% CI)
Headache 48 (33.6%) 10(13.9%) 19.7% (7.5%-29.8%)
Colitis, ulcerative 28 (19.6%) 21(29.2%) -9.6% (-22.3% t0 2.2%)

Blood pressure diastolic,
decreased

23(16.1%)

12 (16.7%)

-0.6% (-12.0% to 9.1%)

Nasopharyngitis 25(17.5%) 8(11.1%) 6.4% (-4.4% 10 15.2%)
Hypotension 16 (11.2%) 13(18.1%) -6.9% (-18.1% to 2.6%)
LD OEIA Nausea 20(14.0%) 8(11.1%) 2.9% (-7.6% to 11.4%)
=TEA e Fatigue 12 (8.4%) 7 (9.7%) -1.3% (-11.0% to 6.2%)
Post procedural hematoma 15(10.5%)  3(4.2%) 6.3% (-2.1% to 13.0%)
Abdominal pain 16 (11.2%) 1(1.4%) 9.8% (2.4%-16.1%)
Dizziness 14 (9.8%) 2 (2.8%) 7.0% (-0.8% to 13.3%)
Vomiting 14 (9.8%) 2 (2.8%) 7.0% (-0.8% to 13.3%)
Vessel puncture site bruise 5(3.5%) 6 (8.3%) -4.8% (-13.7% to 1.4%)
Diarrhea 8 (5.6%) 1(1.4%) 4.2% (=2.4% t0 9.4%)
Upper respiratory tract infection 4 (2.8%) 5 (6.9%) -4.1% (-12.6%, 1.6%)
Flatulence 3(2.1%) 4 (5.6%) -3.5% (-11.5% to 1.7%)
* R 5%01/d0lA Bard o] Rk RhE A4
TEE Ak ZAuigk _
X|E Xo| j;il? (B Bmm vale
1 Oig'_kl) GMA Sham
3f (remission) 0= 17% (19/112) 11% (6/56)  0.361
(Mayo score <2; 1o osjoi= 16%(5/31)  19% (3/16) 1.0
0-1 endoscopic
score) £35 17% (24/143) 13% (9/72)  0.548
B2 (response) 02 44%(49/112) 39% (22/56) 0.622
im0 = Al (Mayo score Zta 12 oH/A= 52% (16/31) 44% (7/16)  0.760
d7gi-wad 23) Egt 46% (65/143) 40% (29/72) 0.560
AFO| X| —
;“h—ysij;%F 36 PES - - 0.40
fngegLEffF_% 12% - - 0.57
éjj%)’é‘(%“%@ ey 107 _ B 0.44
49| ZI(EuroQol) 12 - - 0.32
AFO| XI
o ook 125 - - 023
Zs + SARQHS +Yll= 2 ZA7t L REHE US| 2]
funding o QRIINA S
H|1 -
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1MXHEHSIE)  Sawada (2005)
e e
o4LEN o SEA:RCT
s A )
o ACHMA ZE7IZE June 1998 ~ March 2001.
o GY 4 FEd: HYd HESF
- NEDE ESY, S5E Ol AN UEY
o HiHPZIE: St HO M 4% O|Uiol] BAAKK| AL, EXQY dliet Z&0| U
« ENUIEESE
Table 1. Patient Data at the Time of Entry into the Study
Active Group Sham Group
Sample size 10 <@
Apge (yr)? 268 £ 17.3 310 = 11.7
Sex (male/female) 6 (600051 (40.0%) B (S8.09:71 (11.1%%4)
Weight (kg)® 491 £ 5.2 537 93
Disease duration 52.8 £ 46.7 622 = TO9.06
{month)®
ALY A Steroid dosage till 16,970 4 35,210 19617 £+ 38,230
date (mg)?
Previous illness 8 (S0.0%a )2 (2000%) (RS 9% (11.1%4)
(presence/absence)
Complications 8 (S0.0%a )2 (2000%) (RS 9% (11.1%4)
(presence’/absence)
Severity (severe/moderately O (00202 10 o 1004 2 (22 2900 T (TT.T%R)
SCWETE )
Extent of lesion DO 1 OO O (0 020 TALTT. T2 (22.2%0)
{total/left-sided)
[N 11.4 4+ 32 10.2 &+ 2.6
Endoscopic index a.b 1.5 = 1.8 106 = 1.4
* Walues are expressed as mean = standard deviation.
B CAT value and endoscopic index were estimated by the method reported by Rach-
milewitz (22).
o AEY 0ET S22 Leukocytapheresis (LCAP)
=T »  227|7|(HH|Y): Cellsorba (Asahi Medical Co. Ltd., Tokyo, Japan)
o A= U (A Sl T8 A bF SOI2 F 18], 0|2 43 SOH2 230 5t
Hl 2 S
(HIZEXHHO| " B3k Sham
WL SMeE .
o 2N YUY SMEL S

gloB Mz

2715 ofg =28

(concomitant

Lg: AHZ0|= U 7|ElOfE 28

medication)
Sz o o FXBETI|IZE10F
= o HEE (250 E1E ZQ, HE0E0R): 0
o ZuH(HO ZE): gy (CAlimproved)
ZaE A4 «  E7E: Wilcoxon single rank test, Student's t-test, Mann-Whitney U test.

x 2 test, p—value of 0.05 0[5}t SAXNOZ R9

i LCAP Sham

Ol 48HS (Z1H)) 1 4
AR AP 21215t 0| &S 0 0

Sk 01dEtg 1 2

403 O[3 0 2

o ZHA: Sk (CAl improved) (10%)
ARAN-2FM LCAP Sham p-value
80% (8/10) 33.3% (3/9) 0.05
= o SALY FOIM O 0| SHEHN R0 HFE US. QHEE M E H2tet 24
=21 20 HAHS
O - HAAMDO

funding * This study was undertaken as a study project of the Research Committee of
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1MXHETAHE)  Sawada (2005)

Inflammatory Bowel Disease supported and funded by the Ministry of Health,
Labor and Welfare of Japan.

H|Z

_37_



¢itH(Ref ID)

14

1XHXHETAT) Sawada (2003)
o QpdmvpdE
HREA o A7EA:RCT
=i=e o OITU|E: CH7|(16)
o AFCHAMAL BEI7|7H 1994.12.1. ~ 1998.4.30.
- OO ES: ALY HEY
. MEpIE SN SSE ol AU thEy
o HRIZ|E: K 67037 A2st HEEA 2ot Mzt MF AEL MY, KFHS, Ui, o=
&, X0
. x| SyE
Table 3. Patient Backgrounds at Time of Entry Into Intensive Therapy Phase (n-76)
Group LCAP h-PSL X or U test
Se Male 24 21 NS
e Female 15 16 )
=20 7 7
<30 11 13
<40 H 5
Age (years) - 50 5 . NS
<60 6 4
M]= =6l 5 2
Maoderately severe 31 25
Severity Severe & 12 NS
Fulminan ] 0
E;"EH%} Entire ¢co h:n' 26 27
Ftent of lesion Lefi-sided colitis 13 10 NS
First attack & &
Acute fulminating 0 [
= Chronie continuous & 3
. ': 6 months from relapse, still active-stage 4 2
Refractoriness E] Frequent relapse 15 17 NS
Non-refractory 1 15
Indeterminate 1 [
0= <12 10 T
4 &
T ety 4 s NS
20 18
1 1
. Mo 21 20
Previous illness NS
Yes 18 17
N calions No 2 1; E
Complications Yo o s NS
- N BT EARY
S * 2=717|(8H|F): Cellsorba IBD-94; _(Asahi Medical Co., Ltd., Tokyo, Japan)
« N ] (MA] 34 E8): 557t X 18]
H| DS * X9l high dose prednisolone (h-PSL)
HI T =XHEHO o HAl W (QUEO R FoH, 8, 7|7t 5) A= 137+ 30~80 mg/day PSL
( IlLS Hu I R 0
o (80~40 mg/day for moderately severe and 60~80 mg/day for severe patients), 0|
HAQE ACQE—'!:) S Eof2f 7|'A)\ Zl
T T 1o M | [}
I8 o 28
(concomitant o LHE: SASP, 5-ASA 2l J|EIIE
medication)
Fxpa 9 o FHUHTIIZETF
ZupH o EEE (BS0 BUE A2, EUHER): S
EJqHtH- ; - - i ; ;
Z N MU * SHHY: Wilcoxon test, chi-square test, Cox-Mantel survival time analysis
= ——iod

method
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1M IHETAT) Sawada (2003)

LCAP
ARHI- Y Of¥tS (FA) 10 (24%)
Aztst opguis 0

o ZAnHA: SFA (improvement) (EE QA SA G0

ARAN-25M LCAP (39) 537t == 13| high dose prednisolone (h—PSL) (37) P-value
23.1% (9/39) 16.2% (6/37) -
3  SAQHE 0|1 ObNgt e
. * Funding for this clinical trial was provided by Asahi Medical Co. and the Ministry of
funding .
Health and Welfare in Japan.
H|2 -

A 1AR 71E
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