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AHHOTauuA

Mpepnocbinku u uenu: lNpu a3BeHHom konuTte [AK] BblpakeHHOW aKTMBHOCTM, PE3UCTEHTHOM K MecanasuHy,
OBLLENPUHATON NPaKTUKOW ABMSIETCA NeYeHue cTepouaamun Unu nopasrieHne UMMYHHOrO oTBeTa. bbinu naydeHsl
appeKkTMBHOCTL N Ge3onacHOCTb anbTepHaTMBHOWM 3CKanauMOHHON Tepanuu ¢ UCNOMb30BaHNEM HOBOrO YCTpONCTBa
Ans adepesa NenkoumuTos.

MeToauka: Gblno NpoBeAeHO MPOCMNEKTMBHOE PaHAOMWU3MPOBAHHOE KOHTPONMPYEeMOe MHOrOLEHTPOBOE MUMOTHOE
uccrnefoBaHne, B KOTOPOM CpaBHMBanu adepes NenKkouMTOB C MPUEMOM npedHusonoHa npu pedpakrepHom AK
(vHpekc aktnBHocTM 6onesHn [MAB]> 4 n <8). 'pynna A npoxoguna adepes eXXeHeaernbHO B TeYeHne NATU HeJenb.
pynna P npuHumana npeaHn3onoH nepoparnbHo B o3e 40 Mr/aeHb ¢ nocTeneHHbIM CHkeHnem Ao 0 mr Ha 6 Hepene.
OCHOBHbIM KOHEYHbIM NokasaTternem Obina knuHuyeckas pemuccnsa 6e3 cteponpos [MAB <2] Ha 12 Hepene. bBeina
TaKKe NpoaHanM3MpoBaHa KmHuyeckas apdeKTBHOCTb.

PesynbTatel: B nccnegosaHum yyactsoBanu 24 nauuwenta, 13 n3 6binv BoibpaHbl pargomHo B rpynny A m 11 - B
rpynny P. KnuHnyeckas pemuccus npu npuéme ctepovaoB Ha 12 Hepene 6bima gocturHyta y 3 U3 12 nauveHToB
[25,0%)] nocne acbepesa n 2 13 10 [20,0%)] naumeHTOB, NpuUHMMatoLLmMX NnpegHu3onoH. [p = 1,0]. Yepes 12 Hegenb 6bino
75,0% naumeHToB ¢ 06bekTMBHBIM oTBeTOM B rpynne A n 50,0% nauueHToB C 0OOBEKTUBHBIM OTBETOM B rpynne P.
CpegHee 3HaveHve WAB yny4wmnocb B obenx akcnepvmeHTanbHbix rpynnax [p = 0,008]. C-peaktuBHbI Benok
cHuannes ¢ 6,0 £ 5,3 no 3,8 £ 3,7 mr/ n yepes 12 Hepenb B rpynne A v yBenuduncsa ¢ 5,2 £+ 6,0 o 6,3 £ 79 mr/ mn B
rpynne P. Oba meTopa nevyeHus nauveHTamu nepeHocunucbk xopowo. B rpynne A He Habniopanochb HUKakux
HeOoXnaaHHbIX CepbE3HbIX MOBOYHbIX peakuui. B rpynne P y ogHoro mauveHTa Habnoganock cumnToMatvdeckas

nHdekuus Clostridium difficile.

BbiBoab!: Y nauneHToB ¢ AK BbipaXeHHOW akTUBHOCTW, TPYAHO NOAAAILLMXCS NIEYEHMIO Mecanas3vHOM, NpUMeEHeHne
HOBOro MeToga adepesa NeyikouMTOB nokasano MHoroobellawowve pesynbtathl. CpaBHeHWe 3TOro Metoga
neyYeHveM NpegHVN30NOHOM MOKa3ano aHarorMyHyo TepaneBTUYecKyto 3deKTMBHOCTL U BbICOKY0 6e30nacHoCTb,
YTO AAET BO3MOXHOCTb U36exaTb CUCTEMHOIO NPUMEHEHWSI CTEPOMAO0B.

CIV-12-01-003581
KnioueBble crnoBa: si3BeHHbIV KOnUT; adepes; pedpakTopHbI MecanaswH

© Astopckoe npaBo bputaHckoro coapyxectsa Hauuin 2019.
OTa CTaTbst COAEPXKUT rOCYAAPCTBEHHYI0 MHEOPMaLMIO, CTonb3yemyio no nuuenany Open Government License v3.0.
(http://www.nationalarchives.gov.Uk/doc/open-government-licence/version/3/).
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1. BBeneHue

B oIyuasx oTCyTCTBMS OTBeTa Ha MecaylasviH IIPW sI3BE€HHOM KOJINTe
[[IK]  BBIpaXXeHHOVI  aKTMBHOCTVM  peKOMEHJyeTcs  CHUCTEMHOe
HpyMeHeHMe KopTukKocTepounaos.! OpHako cucTeMHas CTepowHasi
Tepanvis MOXET BbI3BaTh Kapuiec.

AncopOrmonaemt  muradepes - 3To  HedapMaKOIOTVIeCKIL
ITOAXOT], K JIEUeHUIO XPOHWYECKMX VIMMYHOJIOTMYeCKUX HapyIneHu.
Cunraercst, 4YTO CHVDKEHME BOCHAJIMTEIILHOVW HArpy3KM 3a CyeT
yLLaJ'IeHT/I?I KJIETOK KpOBV[ IIOBBIIIIAeT TepaHEBTI/I‘IeCKyIO
3¢ deKTVBHOCT, TIPY  BOCHAJIMTEILHOM 3a00JIeBaHMM  KUILNEeYHMKA
BBIPa’KEHHOVI aKTVBHOCT.2

TepaneTnueckne 3dpextsr adepesa ommcarbl B K3, HO
CyIIeCTBYeT JIIIb HeCKOJIbKO KOHTPOJMPYeMbIX WCCIeIOBaHMIL, a
pesyJIbTaThl COMHWTeJIbHBIE. DBOJBIIMHCTBO  MCCIIeIoBaHMiT  OBUIO
MpoBeleHO ¢ IIpuMeHeHWeM uLmTadepesa, TIpaHysonmTadepesa,
BBIJIEJIEHVEM MOHOIMTOB ¥ Makpodaros.® IIposocrasmTestbHble
TPOMOOIITHI TaKXKe MOTYT UI'paTh BasKHYO POJIb PV BOCIAIITEITHHOM
3aborieBaHVi  KvmledHMKa.? DBbola mpesicTaBiieHa HOBas MeTO/IMKa
crcreMa rmTadepesa, KOTOpasi TaKKe yaaiseT TpoOMOOIMThL.S

HekoTopele qaHHbIe MCIBITAHNV Y HOBBIE TeXHOJIOTVIV OCITYKWJIV
TIOBOZIOM UL VICHIBITAaHMS HOBOWM cucTeMbl ImTadpepesa mpm SIK
BBIPAXEHHOV aKTUBHOCTWL.

2. MeToguka

2.1. TlnaH uccnegoBaHus

Breuto TIpOBEIIeHO KOHTPONIMpyeMoe paHIOMU3MPOBaHHOE OTKPBITOe
VICCJTefloBaHMe, B KOTOPOM  OIleHMBaach  3(peKTMBHOCT U
6e301acHOCTh HOBOVI CHCTEMEI ITTadepesa 10 CpaBHEHMIO C IIPUEMOM
npeaM30s1oHa Tpu SIK BbIpaskeHHOV aKTUBHOCTH.

VicciremoBaHye TIpOBOIMIIOCEH B YeTBIPEX FacTPOIHTEPOIIOTMIECKIIX
nenTpax I'epmanvm. ITrcemenHoe vHpOpMMpoBaHHOE cortacue ObUIO
IIOJIy9eHO OT Bcex IanmeHTos. Vlccrenosanme ObDIO  omoOperHo
BpaueGHont manaront CesepHoro PeviHa-Bectdarm v JIOKaJIbHBIMU
sTvraeckmmy Komuretamy; CIV-12-01-003581.

2.2.  YYaCTHWKW uccrnegoBaHus
B wccnenopanvv mpuHvMam ydacTue MmaunvieHTHI oT 18 mo 75 et
COOTBETCTBYIOIIVIE CTIEAYIOIIVIM KPUTEPVISIM:

1. ammenter ¢ SIK  BeIpakeHHOM  aKTVMBHOCTV, KOTOpPEIE
MIPUHVMAaIIN 5-aMMHOCAJIMIVIIOBYTO KMCIIOTY [5-ASA], B 1o3e >3
r/NeHb B TedeHue > 2 Herlerlb.

2. INammenter ¢ K c¢ [MAB]>24 u <8 mo mxkare Meio (c
HeMHBa3MBHBIMM Mapkepamm), ¢ SIK sHpockomraeckort (popMer
>1 ¥ T'YICTONIOTMYeCKY TTOATBEPIKIeHHBIM BOCTIaJIeHVeM: OIleHKa
o mkasie Pavom> 2 6awtos (pasmert 1) v Hamvave sI3BBI VI
abcI1ecch! KpIIT.

3. Tammenrst ¢ IK> 15 cm ot kpas aHyca.

4.  CBOOOITHBIVI JIOCTYII K IepudeprdecKyiM BeHaM 1 adepesa.

KpuTepvv 110 MCKITIOUeHVIO NTAIVIeHTOB ObUIV CITeJTy FOIIVIMIA:

1. Tlpuém npeqHmn3osI0Ha B TeUeHe OC/IeTHIX 2 HereTh.

2. Ilpuém GriorormaecKmx IIpertapaToB 7807
VIMMYHOTIEIIPECCAaHTOB B TeUeHVIe TIOC/IeHMX 2 JIeT.

3. Hapymenus ceepThiBaeMOCTVI KPOBY, YpOBeHb pubpuHOreHa >

700 Mr / JUT VI CONy TCTBYIOIIAs aHTUKOATYJISTHTHAS Teparvis.

4. C  wucropmem  OFHOTO  WIM  HECKOJIBKMX  CIIydaeBB
TpoM0O0MOOTIVNL JIETOUHOV apTepuy WM TpoMmOo3a TITyOoKmX
BeH.

5. Kwuineunble maToreHsl.

2.3. Pabovas rpynna

Beibopka ~ mpoBomwiach  IIE@HTpPaM30BAHHO. B mporoxore
BMeITaTeIbCTBa OIMVCEIBAIIOCH IIATh KypcoB adepesa B TedeHMe IISTH
Heyesb ofpsy, [rpymma A]. [ImnrerbHOCTH offHOro Kypea - 1 gac co
cKopocThio TIoToKa 30 MJI/MUH, B pe3ysibTaTe 4ero Obut0 0OpaboTaHo
1,8 1 xpoBu.

B KadecTBe /IeVICTBYIOIIEro IperapaTa CpaBHEHVIS VICTIONTb30BasICs
IIPeTHM30JI0H (1lepopasibHo) [rpymnma P] B mosze 40 Mr/meHs yTpoMm.
Hosy cavpkarm Ha 10 MT Kaxkible 7 mHev Ha ITpOTsDKeHVN 4 HeTlerTh, a Ha
51 6 Henesie - 5 Mr/ [ieHb.

IManpenTsl TpWHMMaIM MecajlasvH B VICXOJHOWM JI03e Ha
IIPOTSKEHWM BCETO VICCIIEITOBAHIS.

Immunopure (Nikkiso) - ycTporcTBo It IIpOBedeHVIS
afcopbry/acdepesa ¥ CeJIEKTMBHOV [IETUTNVI  JIEVIKOIMTOB 1
TpoMOo1MTOB.* OHO COCTOUT W3 OJTHOPA30BOrO MOJLYJIsl, 3aIIOJIHEHHOTO
IIapyKaMy 13 MIOHOOOMEHHBIe CMOJIbL.

B. Kpyuc (W. Kruis) u coasm.

2.4. OueHka

Bo BpeMs cKkpuHMHIa HalVeHTbl, IOIXONAIINV [UI ydacTus B
VICCIIedOBaHMV, IOaBaJIM IIVICBMEHHOe corjyiacue. VICXO,[[HI)IG JaHHbIe
OHpe,I[eHSIHT/ICb C IIOMOIIIBIO aHaMHe3 5SHIOCKOIINM C I'I/ICTOJ'IOI'VIQVI,

mkaasl  Meto  [MIAB], TecroB Kajla Ha  IIATOTeHBI U
71a00paTOPHO-INArHOCTIYECKIX VICCTIEIOBAHWTA. DHJIOCKOIIVIO
TIPOBOJIVM/IM MECTHBIE TacTPOSHTEPOJIOrY, TWCTOJIOTMIO — IJIABHBIN

narosoroaHaToM. IToBTopHas oOIleHKa HpoBOMMIach Ha 2-11, 3-11, 4-11,
511, 6-1 u 12-71 HemesIx, BKIIOUAlomIasl OIEHKY 3deKTVBHOCTI
[orrerka o wacTmaHO mKasze Mevio - VIAD Ge3 sHmockormvmv] mpréma
COITYTCTBYIOIIVIX JIEKAPCTB, OLEHKY I000UHBIX 3(DdeKTOB, KOHTPOIISA
COOTBETCTBYS U JIaDOPaTOPHO-IMArHOCTIYeCKe VCCIIeJOBaHVIS.

2.5. KoHeuHble pesynbraThl

KoHneunsle pesysbTaThl KIacCHUIMPOBAIIMCH KaK PEMVCCUS TN
OTBET Ha OCHOBAaHMM OLEHKM II0 IKaje Mevio u TpeGosaHMiT K
crepoupam. KimmHnaeckast pemyccisi CorylacHO OLleHKe TI0 YaCTUYHOV
mKaje Merio cocraBiwia <2 [0e3 sHmockormm] m 0e3 IpUIMeHeHVIs
creponios. KimHuaecknit oTBeT onpeesisuics Kak cHiokeHve VIAD Ha
>] 10 CpaBHEHMIO C WICXOOHBIM YypOBHeM 0e3 HeoOXOmVMOCTH
yBeIMUeHNsl WY IpuéMa eIné OgHOro Kypca creponaos. OCHOBHBIM
KOHEYHBIM II0Ka3aTeJleM ObUIa KIMHMYecKas peMuccus 0e3 mpméma
creponoB Ha 12 Hefesle. BTOpuYHBIM KOHEUHBIM ITOKa3aTesileM ObUT
KJIMHVYEeCKUIT OTBeT Ha 12 Heperne, m3MeHeHmst C-peaKTHMBHOIO Oeska
[CPB] m Bpemst 1o pa3BUTHS pelyIyBa.

2.6. Crartuctuka

Lempto  mcciemoBanmst  ObUla  «3KCIIEpVMEHTAIbHAsL  [IpOBepKa
KoHIenmyv». Pacripenientenve Taycca ITpoBepsloch C  ITOMOIIIBIO
kputepusi  Kormvoroposa-CmupHOBa. I'pyrmossle  cpaBHeHWs
TpPOBOIMINICH C VICIIOIIb30BaHMeM KpuTepus MaHHa-YuTHU 1M

KpuTepusi  Bwikokcoma.  [Iis  amaimsza  pemmccuy/oTBeTa
VICIIOJIb30BaJICsl TOUHBI KpuTepuit Puirrepa.

3. Pe3synbTathl

3.1. OcobeHHOCTM 9dTanma BKIYEHUss W  pacnpegeneHvne

YHaCTHMKOB UccrenoBaHnA

Bcero B wicciiemoBaHMVI MpUHMMAJIO ydacTvie 24 TanyeHTa [BhIOOpKa
IJISL OLIEHKM 0e30I1acHOCTM 1 MaccoBoro oociermosanvsd]. IIpu oT6ope
JiBa TIallVieHTa COOTBETCTBOBAIV KPUTEPVSIM VICKITIOYEHVIS: y OJHOTO
ObUTa JTMXOpajiKa, a y IPYToil IIPOXOIWI JIEYeHVe ITPETHM30HOM B
TedeHVe TIOCIEMHWX 2 Hefenb. buorpadudeckme faHHBE U
COOTBETCTBVE KPUTEPUsIM VICCTIEOBAHMS OCTaBIIVIXCS 22 IIaIlieHTOB
[ITT: momymnsmms, cdopMmMpoBaHHasi B COOTBETCTBUM C Ha3HaUYeHHbBIM
BMelTaTeIbcTBOM] 1mokasanbl B Tabrmrte 1 n Ha Pucynke 1.

Tabnuua 1. XapaKTepucTUKM MNaLMEHTOB Ha 3Tane BKIOYEHUs
[nonynsauua cdopmupoBaHHas B COOTBETCTBMM C Ha3HaYeHHbIM
BMellaTenbLCTBOM]

IpensnsomnoH [rpyrma

XapakrepucTnka Adepes [rpyrma A] P|
K-Bo marmmenToB 12 10
TTosn [x/Mm] 6/6 5/5
Bospacr [1tet, cpennee + 38.8 £10.5 38.6+8.2
CTaHAapTHOE
OTKJIOHEHVE]
VIMT [kr/m2, cpentee £ 247 +3.0 231+1.8
CTaHapTHOE
OTKJIOHEHME]
Kypsmpe [k-Bo, %] 0/12 (0%) 1/10 (10%)
Crenens SIK
JleBocTOopoHHMII
ot [%] 66.7% 80.0%
IMTankommT [ %] 33.3% 10.0%
TTIpoxtur >15cm [%] 0% 10.0%
CPB [mr/ ] 6.0+5.3 52+6.0
VAB [cpentee +
CTaH7apTHOE
OTKJIOHEHE] 76+1.1 7.6+1.9
Mecamna3vH 1ieper 98+7.6 105+4.6
VICCITETTIOBaHVIEM
[mecsities]

Cokpamenus: VIMT- vHmexc Maccer Tena; SIK - a3sernbivt kormmT; VIAB - Huekc
AKTVMBHOCTM OOJIe3HN.
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Ortcesnnble mpu
CKpVHMHTe n = 2 i 4

Hocpouno
VICKJTIOYUeHbIe n = 4

Adpepes netikoyumos rpu peghpakmepHOM I38€HHOM Korume

TTpuamHaMy MCKIIOYeHNs TTPOTOKOIBbHON coBokyrHocTu [I1C] Geum
MpeXxyeBpeMeHHOoe ITpeKpallieHne WCCIIeloBaHNsl  M3-3a  OIIMOKM
MeJIcecTpbl/ KOHTPOJILHOrO ycTpovictsa [n = 1], yxynmenns SIK [n = 4].
Omue  manyeHT TpomycTwsl  obcjieoBaHWe ¥3-3a  BPEMEHHOro
nobounoro sddexra. Takmm obpasom, B rpymmay IIC somomr 13
TTaIVIeHTOB.

B 59 3 60 cearcos adepesa [98,3%] Bcero Gsuto o6paboraro 1800
w1 kposu. 57 m3 60 samiaHMpoBaHHBIX TpoleAyp adepesa
BBIIOJIHSUIMCH ~ COIJIACHO  IUIAHY, YTO  COOTBeTcTBYeT  95%
OCYIIIECTBVIMOCTY C TeXHWYECKOV TOUKV 3PeHVIs.

3.2. HayanbHble 1 KOHEeYHble pesynbTaThbl

CratucTideckre 1okasaTerm OesctepowmyHont pemwcens [VIABL2] u
JacToTa OTBeTa Ha 12-11 Hemeste momyyrsy ITT OpUM mpakTigeckm
OIVHAKOBEIM B 00emx rpymmiax mccremoBaHus [Pucyrok 2]. 3 m3 12
MaIeHToB IrPyIIbl A [25%] HOCTVITIV TIOITHOV PeMVICCHVL, B TO BpeMs
KaK COOTBETCTBYIOLINVI ITOKa3aTesib B rpyiiie P cocrasmt 2/10 [20%] [p
=1,0].

CkpvHMHT n = 24 (BBIOOPKa I OLIEHKN
6e30acHOCT I MACCOBOTO OOCIIeIOBAH)

[q|

Tlonymnamms, cdopMmposaHHas B
COOTBETCTBUM C Ha3HAUEHHBIM
BMeIIaTeIbCTBOM
Panmommsarys n = 22

Adpepes [A] penpmsonon [Pl [Tocpouro
n=12 n=10 VICKJTIOYEHbIe
——4 4——n=5
A:n=8 P:n=5

ITpoToKosbHast COBOKYTTHOCTD

Puc. 1. PacipeniesieHne y4acTHMKOB KJIMHINYECKOI0
VicCIIeIOBaHMS

TarenTsr [ %] Kivavraeckast acdexTvBHOCTD
90 -

p=10

80 p=03
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50 Clinical remission
40 p=06
30 p=1.0
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Puc. 2. Pe3ysIbTaThl JIedeHNs; KIMHIMYECKash PEMUCCHST; OTKa3
OT KOPTMKOCTepOMmoB Ha 12 Hen., KIMHUYECKUII OTBET:
carvokenne VIAB2 1].

3

Kimmanrgeckast addexrmHOCTE (cHWKeHMe VIAB21) Habmomanock
B rpymre A y 9 usl2 [75%] manmenTos, a B rpymie P - y 5 us 10
marenTos [50%] [p = 0,378].

B nontystsity PP riporieHT GOJIBHBIX, BBIXO[ISIIVIX B KIIMHWYECKYIO
pemmccmio, coctaswt 20,0% [2 w3 10 maryenTos] myist rpymmst A v 2 u3 6
marvenTos [33,3%] mrs rpymmsr P [p = 0,604]. CooTBeTcTByTommme
umcia KivHwdeckort ddextmsHocTM coctapmsmm 80% [8 ws 10
manvenToB] m rpyrmer A 1 83,3,% [5 m3 6 marmeHToB] M rpyms: P
[p=10]

CpenHue miokasaTem 110 IKajie Merio 3HaYUTesTbHO YTy dIICh
B 00enx 3KCIIepVMEHTaIbHBIX TPYIIIax 3a IIepuofl MccienosaHus. B
nonyssmvm ITT omn cHyBmwmcs ¢ 7,6 + 1,1 Ha MOMEHT BKITIOUEHUS B
vccienoBanve Ao 4,2 + 2,6 Ha 12 Henerte [p = 0,008], B To BpeMs Kak B
rpymme P on camsmics ¢ 7,6 £ 1,9 no 4,7 + 3,0 3a atot epuon [puc. 3] [p
=0,008] . XoTst cHMXXeHMe ITOKa3aTeJIevt 110 Kaie Mero niIeHTNYHBIM B
obenx sKCIepMMeHTaIbHBIX Ipylmiax Ha 12 Hepjere, oTseT ObUI
IoJIy4eH ObICTpee TIpu IpueMe MpegHnsosioHa [rpymma P: 15,2 + 11,2
nHs], geM nipu adepese [rpymma A: 33,4 + 33,0 maa] [p> 0,05 ]. 10 3 19
marenToB  (52,6%) wHabpaym 0 OGawioB 1o mkae Mevio mipu
PeKTaJTbHOM KpOBOTe4YeHMM Ha 12 Hererte, 5 n3 9 IaIieHTOB B IpyIIIe
A (55,5%) m 5 w3 10 (50,0%) B rpymre mareHTOB, ITPVHMMAOIINX
IIPETHM30II0H.

INoxasaters CPB GbUT IIPOTVBOIIOIOXKHBIM B 3KCIIEPYMEHTaJIbHBIX
rpynmnax. B rpynme A cpepnue sHavenuss CPb B ITT-momysramvii
cavBwmich ¢ 6,0 + 5,3 no 3,8 £ 3,7 Mr/1 MeXxIy 3TarioM BKIIIOYEHWs U
12-11 Hemeste vcciretoBanyst. B rpymnme P nokasaTens ysernravics ¢ 5,2
+6,0 10 6,3 + 7,9 mr/ 1. Ipericrasiienve GyI0YHOV parpaMMBI [pUCYHOK
4] mokasasio TIMPOKNUV [IMaria3oH, He ITO3BOJISIOIINIL  OIIPEIeUTh
zocToBepHble pasymuns [p> 0,05].

VIAD [cpenHee + cTaHIApPTHOE OTKJIOHEHIE]

—a— Apheresis

& * p<0.05 vs. week 1 Prednisolone

T T T T T T T T T T

T
1 2 3 4 5 6 7 8 9 101

T T T
2 1 12 [week]
Puc. 3. U3meHeHUA nHAEeKCa aKTUBHOCTU Gone3Hu oT 3Tana BKN4YeHus Ao 12
Hepenu.
Tonynsanms, copMmupoBaHHast B COOTBETCTBUN C Ha3HaUeHHBIM
BmernnarenscrBom: CPB

30
mm Apheresis

254 Prednisolone
204
15
10

54

L

Puc. 4. U3meHeHus CPB ot aTana BkntoveHus Ao 12 Hegenu (G1o0uHast
ayarpamma).
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TepeHOCMMOCTB 00€VIX CXeM JIedeHNs ObUIa O4€Hb XOPOLIETL.
Bcero 6bUTO 3aperncTprpOBaHO YeThIpe IOOOUHEIX adpdeKTa B
BBIOOPKe [IJIsT OIIeHKV 6e30I1acHOCTY M1 MacCoBOro o0ciemoBaHs [n =
24]. Oun 6pUIM KITacCMPUITPOBAHEI KaK Hecephe3HbIe, a OVH M3 HYUX
Kak cepbe3HbIl. Vlcerieropanme He ObUIO ITpeKparlieHo.

B BBIGOpKE MaccoBoro mccregosanys y 1 nmanmenTta Habsomasach
JINXOpajiKa, II03TOMYy OH He ObUI BKJIIOUEH B WcCilefjoBaHue. B
9KCIepUMeHTasIbHOV rpyrre A 1 manveHT repeHec Gpouxut. B rpyrime
P Obuto 3apermcrpupoBaHO? 1060UHBIX 3ddekra. Y 1 mammeHTa
BO3HMKITA VIIIVIQJITVASI, KOTOpast mcyessia npu npuéme
obesbonmBaromx. Y TOro ke TalVieHTa IOSBWINCH IIPVU3HAKM
vnderposanms Clostridium difficile. DroT acbdexr Gbu1 OLIEHEH Kak
cepbe3HBbIVI M TpeboBasl IIPUMeHeHNsl aHTIOAKTepraIbHOV Teparii.
TTaryeHT BBI3OPOBETI I ITPOIOIDKIII IIPVEM ITPEHIM30JI0HA.

JTaGopaTopHBle IOKasaTeJ OTCYTCTBUE KIMHWYECKV 3HAYVMMBIX
v3MeHernvi. KOoHTposb KosmrdecTBa JIEFIKOLIMTOB M TPOMOOIIMTOB B
rpyme A [0 ¥ IocIe KaXgow Ipoliefypbl adpepesa v He ITOKasasl
3HAYMTEIbHBIX WM3MeHeHMit. Kpome TOro, Ha NpOTSDKEHMM BCETO
VICCJTEIOBAHMSL M3YyYali KOJIMYECTBO JIEVIKOLIMTOB M TPOMOOIIMTOB
[Pucyrok 5]. Hukakvx HeoXnIaHHBIX M3MEHEHNT He HaOJIIoqasIock.

4. ObcyxaeHue

Adpepe3 10KazaJI aHaJIOTMYHYIO TepaneBTNYecKyIo 3peKTMBHOCTh
VTS VHIYKIVV peMuccry 6e3 CTepOVIoB U YITy YIeHIs y TIal[VIeHTOB C
MecasiasuH-pedpakrepHbM K (Kak ¥ y IaI[MeHTOB, IPVHMMAFOIINX
rpenHM30sI0H). ITpoBenenne adepesa 10Ka3aso JIydllvie Pe3ysIbTaThl.
Adepes moOKazayl BBICOKYIO 0€30IIaCHOCTb ¥ II€PEHOCHMOCTb.
Coobrasocs 06 ofHOM cepbe3HOM 1obouHoM 3ddekTe - mHpekiym C.
difficile mpu npueme npemaMsonona. IlpaxkTmueckn Bcerma [~ 98%]
rpoBezieHvie adepesa GbUIO He BBI3BIBAJIO TEXHIIECKVX CJIOKHOCTEVL.
HecMoTpsi Ha IepCIIEKTUBHYIO KOHIIEIIINIO YIaJeHVs VHBA3UBHBIX
LMPKYJIVPYIOIVIX JIEKOLUTOB, OCHOBHOE IUIale60-KOHTPOIMpyeMoe
VICCJIeIOBaHMe He CMOIJIO [IOKasaTh TepaleBTMUeCKMil ycIex B

orHorreHuy  jiedeHmsi SIK  BeIpaxeHHOV akTmBHOCTI.® OpHaKO
PeTPOCTIEeKTUBHBIN aHaIM3 0bHapYXIT 3HAUNTEIIBHYTO
3¢ deKTVBHOCTD TOJIIBKO Y MaIVIeHTOB C
A HOHyTIﬂHVIﬂ, Cq)OpMT/IpOBaHHaSI B COOTBETCTBUM C Ha3HA4Y€HHbIM
BMeIATeJIbCTBOM:  JIEVIKOLIUTHL  [cpelHee + CTaHOApTHOE
OTKITOHEHVEe
pgzonemc]
24 #
2+
L[() =
-
8 -
6
4
]_ -
n4d
DTarl BKIIOYEeHMS 12 Hemens
B IMomysanys, copMupoBaHHas B COOTBETCTBIN C

Ha3HaYeHHbIM BMelIllaTe/IbCTBOM: JIEVIKOLIUTHL [Cpe,ELHee +
CTaHIaPTHOE OTKJ'IOHeHVIE]

III

DTar BKIIIOYEeHS 12 Henenﬂ
ERERRE Adepes ITpegxusomnon

Tura/a

Puc. 5. MoacyeT nevKoUUTOB U TPOMGOLMUTOB Ha MPOTHAKEHMU BCEro
uccnenoBaHus.

B. Kpyuc (W. Kruis) u coasm.

TVICTOJIOTMYECKM JOKa3aHHOV WHBa3Ve KIeTOK BOCIaINTEIbHOTO
vHdwIbTpaTa.” COOTBETCTBYIOIIAs IiejieBasi IOIYJISINS IalMeHTOB
VIMeJIa pelaioliee 3HadeHye. MHOrooGemaromiye pesyypTaThl ObUIN
ommcansl ipu SIK pasHovt MHTeHCBHOCTH® B TPYIIIIe C yKa3aHHBIMU
IaIVieHTaMIA.

B coBpementom 1mTacdpepesa B OCHOBHOM yIAJISIOT FPAHYJIOLMThI
v MoHouwuThl/ Makpodaru. Hosbit MomyssHBI drubTp-ajicopbep,
VICLIOJIB3yE€MBIVI B JIJAHHOM WCCIINIOBAaHWM, y[aJisieT He TOJBKO
MOHOIIUTBI M TPaHYJIOLUTBl ~ aHAJIOTMYHBIXpA3MEpPOB, HO U
TPOMOOILINTHL, ¢, YTO MOXET OOBSICHUTD €ro 3(PPEeKTUBHOCTb.

beulo  mpoBegeHO  paHIOMMU3MPOBAHHOE — KOHTPOIIIPyeMoe
VICCIIe[IOBaHMe, CpaBHMBaIOIee HOBBII MeTop adepes B KauecTse
VICCTIelyeMOro JiedeHus C IpuMeHeHMeM TpegHmsosiona mpu SIK
BBIPa)KEHHOVI aKTMBHOCTV, PE3VCTEHTHOMY K MecaiasuHy. OlieHka
Ppe3yibTaToB II0Kas3asia aHAIOTVYHYIO TepareBTUIeCKyI0
3deKTMBHOCTE ¥  BBICOKYIO  Oe3omacHocTh  adpepesa. D10
VICCIIEIOBaHMs 110 IIPOBEPKe KOHLIEIIMM [OJDKHO WHUIMUPOBATh
IpOBeieHvIe OITBEPXKIAIONIEr0 KIVHITYECKOrO VICCIIeIOBAHIS.

®PuHaHcu poBaHue
CrioHcopoM aHHOro wccienosanvs Obuta kommanus «HVKKVCO Espoma
TM6X» (NIKKISO Europe GmbH), Tepmanmst.

KoHdnukr uHtepecon

B.K. (WK) Obu1 crivikepoM, KOHCYJIBTAaHTOM ¥/ VIV 4JI€HOM KOHCYJIbTaTVBHOTO
coBeta KommaHMM «AOGBU» (Abbvie), «Apnendapm» (Ardeypharm), «Dabk»
(Falk), «®eppunr» (Ferring), «['eHeTnk Anaymsuc» (Genetic Analysis), T'pede n
Vusep (Gréfe & Unze), «VMucturyT Ayeprocan» (Institut Allergosan), «Hwuxwco»
(Nikkiso), «Orcyxa» (Otsuka), «Tmmrore» (Tillots); [Ix.M. (JM) 6bu1 crivikepom Jijist
Kxoproparmn «@aspk» (Falk); AJI. (AD) ObUl cvMKepoM ¥ KOHCYJIbTaHTa I
xommanum  «A6GBu»  (Abbvie), xopmoparym  «®Pamek» (Falk), xommanv
«Deppunr»  (Ferring); M.CH. (MSD) O0bUI KOHCYJIBTAHTOM KOMIIAHWN
«Pome/Tenenreu» ( Roche / Genentech), «Takema» (Takeda), «Myugudapma»
(Mundipharma), «fIuccen» (Janssen), «Xocrmpa» (Hospira), «[Idaizep» (Pfizer),
«Sandoz / Hexal» (Sandoz / Hexal), «Cenmxen» (Celgene), «Twwiorce» (Tillots),
crkepoM Kommaauy «Orryka» (Otsuka) n «Budop» (Vifor), u momyuwmr rpant
«/HcTHTyTa OOmIecTBeHHOrO OrlarococTosHMs»  (Institut  fiir  Gemeinwohl);
KommaHusi «AGGBU» (AbbVie), «Amren» (Amgen), «Actemac» (Astellas),
«Buoren» (Biogen), «fnccen» (Janssen), M.C.H. (MSD), «Myugudapma»
(Mundipharma), «Iwig Tepamowtuke»  (Shield Therapeutics), «Camvur
Tepanorruke» (Summit Therapeutics) n «Takena» (Takeda) orwratiwm A.C. (AS)
pacxozsl 3a KoHcysbraimonssie yoryr; I.IT. (GP), B.P. (WR) u 10.[1. (UD) ue
TIpeTocTaByyIv MHMOPMAIIVN [UISt PACKPBITHS.

MopTBepxaeHue
AsTopBI OnaromapaT corpygHMKoB Komranvm «Hukkrco» (NIKKISO)
B I'epmanmm, ocobenno fokropa Tomaca Cukepa (Thomas Sicker) n
Hupka Ilpevira (Dirk Preine), 3a morpadeHHble Ha 3TO MCCIIeIOBaHNe
Bpemsi n yewmsi. Ocobast Grmarogaprocts @uicHmke Bepraky (Fisnike
Verlaku) (mermcectpe).

Bknag aBTopoB

B.K, (WK) paspaboran u mpoBes mcciie[loBaHNe, IIPOaHAIV3UPOBAI JaHHbIE U
Hammcasl CTaThlo 1Mo pesysbraTam mccteosanus. ILH, (PN), Tx.M. (JM), B.P
(WR), A (AD) m A.C. (AS) mpoBeiu wCCIeOBaHMEe U KPUTHMYECKN
OTpeIaKTMPOBaIM IIPOEKT CTaThW. Y]I BBIIOIHWII HEHTPAIbHYIO IIaTOIOIMIO VI
TlepecMOTpes IIPOeKT CTaThi. Bce aBTOpHI OMOOPVIIN OKOHYATEIIBHYIO BEPCHIO
CTaThu.

Cnuncok ncnonb3oBaHHOMN nnTepaTtypbl
1. Xapnbopn M. (Harbord M), Oimakmm P. (Eliakim R), Berrensopr 1.
(Bettenworth D) wu coasr. Hayuno mokasanHasi oOIeeBporierickast
METOJIOJIOT S [AVIarHOCTVIKE W JIEYeHWIO S3BeHHOIO KOJINTA, OCHOBaHHAs Ha
daxTrdecKnx  HaHHBIX. MEOMIIMHCKUI KypHaI O  BOCHAINTEIIBHBIX
3abosieBaHMIsX KuieuHmka, 2017;11:769-84.

2. Caes-Toucaec D. (Saez-Gonzalez E), Mope V. (Moret I), Asmpsapes-Coro
(Alvarez-Sotomayor D) wu coaBr. VIMMYHOJIOIMYeCKIe — MeXaHW3MBbI
asicopOrmonHoro  1mradepesa TpyM  BOCHaMTeTIbHOM  3aboreBaHmMM
KMIIEYHVKA. AMEPUKAHCKUI XypHaa OOJIe3Heil OpraHoB IIMINeBapeHVs,
2017;62:1417-25.

3. Campsabanu AP (Saniabadi AR), Tamaka T. (Tanaka T), fmammoro T.
(Yamamoto T), Kpymc B (Kruis W), Cakko P. (Sacco R)
I'panysiomoHonmTadbepes Kak KIETOYHO-3aBVCHMBIV BapUMaHT JIeUEHWS
TIAIMeHTOB C BOCHAIMTEIbHBIM 3abosieBaHeM KUITIedHMKa: MeTOImbl
KIVHWYECKIe OCOOEHHOCTV IS JIOCTVDKEHWS JIy9IMX TeparleBTIMYecKx
pesynbraro. JKypHa kmHugeckoro adepesa, 2019;34:51-60. doi: 10.1002/
jca.21670.
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Abstract

Background and Aims: In active ulcerative colitis [UC] refractory to mesalazine, escalation to
either steroids or immunosuppression is common practice. The efficacy and safety of alternative
escalation therapy with a novel leukocyte apheresis device were studied.

Methods: This was a prospective, randomized, controlled multicentre pilot study comparing
leukocyte apheresis with prednisolone in refractory UC (disease activity index [DAI] > 4 and
<8). Group A received weekly apheresis over five consecutive weeks. Group P received oral
prednisolone 40 mg/day tapered to 0 mg at week 6. The primary end point was steroid-free clinical
remission [DAI < 2] at week 12. Clinical response was also analysed.

Results: Twenty-four patients were enrolled, 13 of whom were randomized into group A and
11 into group P. Clinical remission off steroids at week 12 was achieved in 3/12 patients [25.0%]
with apheresis and 2/10 [20.0%] with prednisolone [p = 1.0]. The response rate after 12 weeks was
75.0% in group A and 50.0% in group P. Mean DAI scores improved in both treatment groups
[p=0.008]. C-reactive protein decreased from 6.0 + 5.3 to 3.8 + 3.7 mg/L at 12 weeks in group A and
increased from 5.2 + 6.0 to 6.3 + 7.9 mg/mL in group P. Both treatments were well tolerated. No
unexpected serious adverse events were seen in group A. In group P one symptomatic infection
with Clostridium difficile occurred.

Conclusions: In patients with active UC refractory to mesalazine a novel leukocyte apheresis
showed promising results. A comparison with prednisolone revealed similar therapeutic effectivity
and excellent safety, providing the chance to escalate without systemic steroids.
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Key Words: Ulcerative colitis; apheresis; mesalamine refractory
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1. Introduction

In cases of no response to mesalazine in active ulcerative colitis [UC]
escalation to systemic corticosteroids is recommended.! However,
systemic steroid therapy caries risks.

Adsorptive cytapheresis is a non-pharmacological approach
for chronic immune disorders. The reduction in inflammatory load
through removing blood cells is thought to enhance therapeutic
effectivity in active inflammatory bowel disease.?

The therapeutic effects of apheresis have been described in UC® but
only a few controlled studies exist and the results are controversial. Most
studies were made with a cytapheresis system depleting the circulating
blood of granulocytes, monocytes and macrophages.® Platelets may also
play a proinflammatory role in inflammatory bowel disease.* A novel
cytapheresis system was introduced, which also depletes platelets.’

Some data from trials and new technology gave reasons to test a
novel cytapheresis system in active UC.

2. Methods
2.1. Study design

This was a controlled, randomized, open study that assessed the ef-
ficacy and safety of a novel cytapheresis system in comparison to
prednisolone in active UC.

The study was conducted at four gastroenterology centres in
Germany. Written informed consent was obtained from all patients.
The study was approved by the Arztekammer Nordrhein and by
local ethics committees; CIV-12-01-003581.

2.2. Patients

Patients between 18 and 735 years fulfilling following criteria were
included:

1. Patients with active UC despite 5-aminosalicylic acid [5-ASA]
treatment with >3 g/day for >2 weeks.

2. UC activity with a non-invasive part of the Mayo score disease
activity index [DAI] >4 and <8, endoscopic part >1, and his-
tologically confirmed inflammation: Riley score >2 points in
section 1, or presence of ulceration or crypt abscesses.

3. UC >15 c¢m from the anal verge.

4. Adequate peripheral venous access for apheresis.

Main exclusion criteria were:

1. Prednisolone use within the last 2 weeks.

2. Biologicals or immunosuppressants within the past 2 years.

3. Coagulation disorders, fibrinogen level of >700 mg/dL and con-
comitant anticoagulant therapy.

4. History of one or more episodes of pulmonary embolism or
deep vein thrombosis.

5. Enteric pathogens.

2.3. Study groups

Randomization was performed centrally. The intervention protocol
comprised five apheresis courses over five consecutive weeks [group
A]. One course lasted 1 h, with a flow of 30 mL/min, leading to a
volume of 1.8 L blood processed.

The comparator was oral prednisolone [group P], 40 mg/day in
the morning, which was decreased by 10 mg after every 7 days until
week 4, and in weeks 5 and 6 by 5 mg.

Patients stayed on their baseline dose of mesalazine throughout
the study.

Immunopure (Nikkiso) is an adsorptive apheresis device for the
selective depletion of leukocytes and platelets.® It comprises a dispos-
able module filled with polyarylate resin beads.

2.4. Assessments

During screening eligible patients gave written consent and base-
line data were established comprising medical history, endoscopy
with histology, Mayo score [DAI], stool tests for pathogens and
labaratory tests. Endoscopy was performed by local gastroenter-
ologists, while histology was examined by a central pathologist.
Re-evaluation occurred at weeks 2, 3,4, 5, 6 and 12 and consisted of
efficacy assessments [partial Mayo score — DAI without endoscopy],
concommitant medication, adverse events, control of compliance
and laboratory tests.

2.5. Outcomes

Outcomes were classified as remission or response based on the
Mayo score and steroid requirements. Clinical remission was defined
as a partial Mayo score <2 [without endoscopy]| and no steroid use.
Clinical response was defined as a reduction in DAI by >1 compared
to baseline, with no need for increased or new courses of steroids.
The primary end point was steroid-free clinical remission at week
12. Secondary end points were clinical response at week 12, changes
in C-reactive protein [CRP] and time to relapse.

2.6. Statistics

The aim of the study was a ‘proof-of-concept’. Normal distribution
was tested using the Kolmogorov-Smirnov test. Group comparisons
were performed using either the Mann—-Whitney U- or the Wilcoxon
test. Fisher’s exact test was used for the analysis of remission/
response.

3. Results

3.1. Baseline characteristics and patient disposition

In total 24 patients were enrolled [screening and safety population].
Before randomization two patients fulfilled exclusion criteria: one
was febrile while the other one was on prednisone therapy within
the last 2 weeks of screening. Biographic data and assignments to the
study of the remaining 22 patients [ITT: intent-to-treat population]

Table 1. Characteristics of the patients at baseline [intent-to-treat
population]

Characteristic Apheresis [group A] Prednisolone [group P]
Patients [#] 12 10
Sex [female/male] 6/6 5/5
Age [years, mean = SD] 38.8 = 10.5 38.6 +8.2
BMI [kg/m?, mean = SD]  24.7 = 3.0 23.1+1.8
Smoker [number, %] 0/12 (0%) 1/10 (10%)
Extent of UC
Left-sided colitis [%]  66.7% 80.0%
Pancolitis [%] 33.3% 10.0%
Proctitis >15 cm [%)] 0% 10.0%
C-reactive Protein [mg/L] 6.0 = 5.3 52+6.0
DAI [mean = SD] 7.6 1.1 7.6 1.9
5-ASA prior to study 9.8+7.6 10.5 = 4.6
[months]

Abbreviations: BMI, body mass index; UC, ulcerative colitis; DAI, disease
activity index.
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are depicted in Table 1 and Figure 1. Reasons for exclusion of the
per-protocol population [PP] were premature study termination due
to a mistake of the study nurse/monitor [z = 1], premature termina-
tion due to worsening UC [z = 4] and in one patient one study visit
was missed because of a transient adverse event. Thus, the PP group
consisted of 13 patients.

In 59 out of 60 apheresis treatment sessions [98.3%] complete
blood volumes of 1800 mL were processed. Fifty-seven of the 60
intended apheresis treatment sessions were regularly completed, cor-
responding to a technical feasibility of 95%.

3.2. Primary and secondary outcomes

Steroid-free remission [DAI < 2] and response rates at week 12 of
the ITT population were not statistically different between the two
treatment groups [Figure 2]. Of 12 patients in group A, three [25%]
achieved complete remission while the corresponding numbers in
group P were 2/10 [20%] [p = 1.0].

Screening n = 24
(screening and
safety population)

Screening failure
n=2

_—

Intent-to-treat population
Randomization n = 22

Apheresis [A]  Prednisolone [P]
n=12 n=10

Withdrawals n = 4 —>l }— Withdrawals n = 5§

A:n=8 P:n=35
Per-protocol population

Figure 1. Disposition of the patients in the study.

Patients [%]
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920
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80 p=0.3
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& < 4 S
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Figure 2. Therapeutic outcomes ;clinical remission: off steroids week 12;
clinical response: reduction of disease activity index > 1].

Clinical response (decrease of DAI >1) occurred in group A in
9/12 [75%] while 5/10 patients [50%] in group P [p = 0.378].

Remission rates in the PP population were 2/10 patients [20.0%]
for group A and 2/6 patients [33.3%] for group P [p = 0.604]. The
respective numbers for clinical response were 8/10 [80.0%] for
group A patients and 5/6 [83.3%] for group P patients [p = 1.0].

Mean MAYO/pMAYO scores improved in both treatment groups
significantly over the study period. In the ITT population it decreased
from 7.6 = 1.1 at baseline to 4.2 = 2.6 at week 12 [p = 0.008], while
in group P it decreased from 7.6 + 1.9 to 4.7 = 3.0 over this period
[Figure 3] [p = 0.008]. While the decline in MAYO/pMAYO score
was very similar in both treament groups at week 12, response was
achieved faster under prednisolone [group P: 15.2 = 11.2 days]| than
with apheresis [group A: 33.4 = 33.0 days] [p > 0.05]. Ten of 19
patients (52.6%) scored 0 in the MAYO subscore for rectal bleeding
at week 12, 5/9 patients in group A (55.5%) and 5/10 (50.0%) under
prednisolone.

CRP showed contrasting trends between the treatment groups.
In group A mean CRP values of the ITT population decreased from
6.0 = 5.3 to 3.8 = 3.7 mg/L between baseline and week 12. In group
P it increased from 5.2 + 6.0 to 6.3 = 7.9 mg/L. A box-plot presenta-
tion [Figure 4] revealed wide ranges, preventing determination of
significant differences [p > 0.05].

DAI [mean = SEM]

9
8 -
7 4
6 -
5
4
3
24

—=a— Apheresis
14  *p<0.05 vs. week 1

0||||||||||||
1 2 3 4 5 6 7 8 9 10 11 12

Prednisolone

I lWCICk]

Figure 3. Changes in disease activity index from baseline to week 12.

Intent-to-treat: CRP

30

B Apheresis

25 Prednisolone

20

15

mg/1

10

Baseline Week 12 Baseline Week 12

Figure 4. C-reactive protein at baseline and at week 12 (box-plot presentation).
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The tolerability of both treatment regimens was very good. A total
of four adverse events were reported in the screening and safety popu-
lation [ = 24]. Four events were classified as non-serious, one as ser-
ious. No adverse events required withdrawal from the investigation.

At screening, one patient was febrile and was thus not included. In
treatment group A one patient suffered from bronchial infection at one
visit. In group P two events were reported. One patient experienced
ischialgia, which resolved with pain medication. The same patient de-
veloped signs of infection with Clostridium difficile. This event was
judged to be serious, and required intervention with antibiotic therapy.
The patient recovered and continued the prednisolone treatment.

Laboratory parameters did not show clinically relevant changes.
Leukocyte and platelet counts were monitored in group A before and
after each apheresis session and did not show significant changes. In add-
ition, numbers of leukocytes and platelets were investigated throughout
the whole study [Figure 5]. No unexpected changes were observed.

4. Discussion

Apheresis showed similar therapeutic efficacy for induction of steroid-
free remission and improvement in mesalazine-refractory UC patients
as with prednisolone. Trends were even superior with apheresis. Safety
and tolerability were very good. One serious adverse event was re-
ported, C. difficile infection under prednisolone. Application of the
apheresis was nearly always [~98 %] technically feasible.

Despite the promising concept of removal of invading circulating
leukocytes, a pivotal sham controlled study failed to prove thera-
peutic success in active UC.® However, a post hoc analysis found
significant effectivity when only patients with histologically proven

A Intent-to-treat analyses: Leukocytes, Mean/SEM
16
14 #
12 A
= 10 A
6
4 -
2 4
0-
Baseline 12 [Week]
B Intent-to-treat analyses: Platelets, Mean/SEM
450
400
350
300
= 250
& 200
150
100
50
0
Baseline 12 [Week]

EEE Apheresis Prednisolone

Figure 5. Leukocyte and platelet counts throughout the study.

invasion of inflammatory cells were analysed.” Appropriate target
patients are crucial. Promising effects have been described in mild to
moderate UC,% a group reflecting our patients.

Current cytapheresis adsorbs mainly granulocytes and mono-
cytes/macrophages. A novel adsorber modul as used in our study
removes not only monocytes and granulocytes to similar levels, but
also platelets,® which may explain its effectiveness.

To conclude, a randomized, controlled trial was performed, com-
paring novel apheresis as an investigational treatment in compari-
son to prednisolone in active UC refractory to mesalazine. Outcome
assessments indicated similar therapeutic effectivity and favourable
safety for apheresis. This proof-of-concept study should stimulate
confirmatory trials.
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