Japanese Society for Apheresis

HAT 7 vy A58 27(2) 1 158-163, 2008
5w
EEMEREICNT27 7 LR
—FENERE L L AMBREEEDERME L HER—
B OB B H T
NIETH RARbe e R

glnll:l

Apheresis for Pyoderma Gangrenosum—Efficacy and Future Problems of Granulocyte
and Monocyte Adsorption Apheresis (GCAP) and Leukocytapheresis (LCAP)—

Mariko Seishima
Department of Devmatology, Ogaki Municipal Hospital

Summary Pyoderma gangrenosum, an intractable skin disease characterized by sterile skin
ulcerations, shows histologically a dense neutrophil infiltration throughout the dermis. It is
occasionally associated with underlying systemic diseases such as ulcerative colitis, Crohn’s
disease, aortitis syndrome and rheumatoid arthritis. Although systemic glucocorticoids and im-
munosuppressive agents are effective in pyoderma gangrenosum patients either with or without
associated systemic diseases, there are some cases resistant to these therapies. Granulocyte and
monocyte adsorption apheresis (GCAP) and leukocytapheresis (LCAP), apheresis designed to
remove the pathogenic neutrophils, have recently shown remarkable effects on ulcerative colitis
and also on pyoderma gangrenosum. There has been reported efficacy on pyoderma gangrenosum
in 15 cases treated with GCAP and 6 cases treated with LCAP since the first case was described
in 2002. No adverse effects were observed in any patients. I therefore consider GCAP and LCAP
as effective therapies for pyoderma gangrenosum, but there still remain some problems to be
solved. Further studies, including a clinical double-blind study to show the effectiveness of GCAP
and LCAP therapy in pyoderma gangrenosum and a basic study to elucidate the precise mecha-
nisms of these therapies, are required.

Key words : apheresis, granulocyte and monocyte adsorption apheresis, leukocytapheresis,
pyoderma gangrenosum
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K1 FHEHEREEICNT % GCAP BERES (2002~2007 EESZHhRMsts L U PubMed)

No. ¥E4HE HEHE Sh/E BE B HEE AR SITIRE BIUES

1) 2002  &#» 38y/M GCAP 5 1/5H %L GC excellent

2) 2002  K#HFS 19y/M GCAP 10 1/7H Crohn’s disease ASA B

3) 2003 AHs 30y/M  GCAP ND ND ucC GC E39]]

4) 2004 MNHE® 31y/M  GCAP 5 1/7H UC GC BRI

5 2005 >kHS 39y/F GCAP ND ND ucC GC EH

6) 2005 BIRS 31y/F GCAP 5 1/7H M=ER, BE&SK GC Bz

7) 2005 £S5 67y/M GCAP 10 1/5H L L good

8) 2005 &S 44y/M GCAP 10 1/5H KL GC good

9) 2006 &S 37y/F GCAP 10 1/5H sL GC moderate
10) 2006 KREES 40y/M GCAP 10 2/7H Tl GC E39)
11) 2007 e 70y/M GCAP 5 1/7H L GC PRER)
12) 2007 ®ES 43y/F GCAP 10 1/7H 7L GC, Cys, SASP excellent
13) 2007 wWES 29y/F GCAP 10 1/7H UucC GC, SASP excellent
14) 2007 BES 63y/M GCAP 11 1/7H RA GC, CPA, DDS, Cys good
15) 2007 wES 45y/F GCAP 11 1/7H ucC GC, SASP excellent

GCAP : granulocyte and monocyte adsorption apheresis, UC : ulcerative colitis, RA : rheumatoid arthritis,
GC: glucocorticoids, ASA : 5-aminosalicylic acid, Cys: cyclosporine, SASP : salazosulfapyridine, CPA :
cyclophosphamide, DDS : diaminodiphenylsulfone, ND : not described, R&EIFERH % WITFEEHRE I X

2.

x2 EEMRREICHTT S LCAP BEERE (2002~2007 £EZP0usts & U PubMed)

No. $#&E4FE WwEE S/t BE B HEE  SpEs JATIRIE B
1) 2003 AfH> 19y/F LCAP 5 1/7H ucC GC a5
2) 2004 BWs 24y/M LCAP 5 2/7H ucC GC 5
3) 2004  EEAS 42y/M LCAP 5 1/7H uc GC, SASP a5h
4) 2005 MIMW® 37y/M LCAP 7 1/7H ucC GC, ASA, FK 506 B%)
5) 2007 fEES 73y/F LCAP ND ND IBD  GC, Cys, infliximab B
6) 2007 WS 60y/F LCAP 4 1/7H UucC GC a5

LCAP : leukocytapheresis, UC: ulcerative colitis, IBD : inflammatory bowel disease, GC :
glucocorticoids, SASP : salazosulfapyridine, ASA : 5-aminosalicylic acid, Cys: cyclospor-
ine, ND: not described, ZREEIFFRL D 2 WITELSREIZL B,
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ZVIEHEBOBEPRIET 52 b b D, EELEGD
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VIMIER EOIMBRBICEHT L 2L b H B2, AlOBFIS &2 5 WEFD H D, FEHALTLER
AT R, WIEAOIRE T, BIEEHL L LI LR CERBRER] S £ v
TEBETH 2. TOBRIBR SN2 BEREDHRH )
R~ T RN O FhsE  RTREXT BT = L TARORE
ThH (K2), REFIROEIZE P EE TIEE AL S S DMRER LT T 7 o LY AN & B B N R
BOFE - BB~ TR orhskEEERT,  HEFAEIEST 2. EGNT 46 mart. 11FRL DE
KAEDHRHR I AT H 48, SM5Z Db IERF Ry EHRIBRICBEL TWwe, SASP3g/HE 7V =
RIBO T 24Pk TR & T 2 BRI EF 2 5N Va5 mg/ HNIRMERER R 260 Tz, IR
T v %, granulocyte-macrophage colony- <, BEERBREOBILEEZ o 21ER, T,
stimulating factor (GM-CSF)', granulocyte- TR & e TR, RBIEE OB RIS IR O W,
colony stimulating factor (G-CSF) ® 2 WwikA > ¥ WEERsEdR, RERER & b FE(RL, 10 HEBIZII/mA 18
— 7z o™ PEFREREREREE D 5 VI BRI E X10 cm D TIEE BB % 3 0L, FL WK
ML EERL L T2 AREEIEf I TV 5 R, MEESER:, WEEBRTRIEEE» 5
AE DI F BT REE ERD & 5 &é%gﬁiﬁ NERGEIC 0 T COBERIFFRBECh > 1o Er o, B
HAGDbLY TTb s, AT 04 NG 1 3 BRI R I D BEMERE 20 L ie, LSRN

RThsn, ERICE S THEICRIELD 5. ¢‘1 BICEEERNERICH L, SASP40me/H 2z,
£ TTR, 7"1/}\-:‘/n 30~50 mg/H THtA Tvb:vn/%loomg/ElJﬁézbk@, LT hH

WK T % 2 E03% w08, BEEHITIE 60~100 mg/H 37) Sl FDl®, GCAP % 181z 118, & 11 [EHET
ZVFATOA PNV AEBREE T HEMS D5, M Lk 2, BEBEERE L OB EE IS LES 2R
i diaminodiphenylsulfone (DDS), salazosul- L (H3), 2701 FOREPEZ ko, Tk
fapyridine (SASP) D%V 7 7 Kl &2 HEH % v bH, 1EMO GCAP E#EFIC 7y R =Y u % 30
FA7uA N EHALTHRS, Y70 ARY >, ¥ mg/H & THERPPICEET 2 I L8 TE, CORE
7 1) LA, mycophenolate mofetil 7% & @ SN THERFL Ty, 14 EBRICHUESHERSHIR L
Flb AP E SN T D, i Tk TNF-a #I] o, BRSTER I ES R OGN I 2E L, KRz
¥ T H % etanercept'®, adalimumab'”, infliximab o dehs, BEOBERIT L »r o7, BHEGCAP ® 1
DESEDOHE bR T WS, Lrl, s W 1 E, §9 BT L& 25, BREERIFIEA

K U

X2 REMIRRIEORIZERE
E 85I A®KR (A, ,\EZV\W)LMILK@(B) B g 5 T R ar RO
RENFWTD 2.
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3 BEEXEBAE

FHEEMIRZEED GCAP BRG]

WBIETT(A), GCAPSEETH#(B), GCAP 11 BT 2 BEREEE% (C) DK EG. FTRO
FEEEEE 5 TR TBY, GCAP1 EETHIIE EFIEL Twa,

4 HHEMERRAER R OEE
—HOREIRE D HEML(A), tArE—AT7 L7 —hE—X
FEHEA T AR ETER L (B), SHAIOKEKICGRT 5.

L, FHEOREE, Kb GCAP2 H#RTH L D HE
L7z, 20H% V=V 2BETEC, F2EHD
GCAP ¥ T#H LD 5 »A%I213 10 mg/H % Hifra &
THIENTE, 53 PHBLEHFIZZ VL,

FEBED GCAPRL I AL ONEIR 2R L, —77
FOBIML (M4A), MERY7E2ELT, Lo
— A7 T —bE—XERFESELH T LANE 30
mL/4CHEBEE ¥ (K4B), AR T % &8
BRAT, 1EIC60 M 2T T 5, 2 OB HIEEREF
ELTAYNVEF 7 7EAY v b 20mg/Bidh %0 ik
BSF %) > 500 EREAL/ K2 RS 5.

b ivb N E BRI EEE B IR KE 3 i GCAP
2170, BREEHREL Tw39, SEIOER L &b
T, 40 BT B ERIREE % GCAP #ith CTHEg
5 &, HMERE X CIFHREREIZ &4 14% & 18%iA
BRI L, CRP & 39%BA 2R L7 (K45).

WBC, neutrophil CRP
(per pl) (mg/di)
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GCAP Bith 1~2 [E I 13 HE L 7z,

4. BEMRKEORFIREERE (GCAP)

2002 FDOEHE S D 1D LIE D GCAP 5 & #HhE
158 (B, L6eH) Thotlo (FD. %
DOFT8FI (53%) WHIHELH VD, APHED 63%
FEBEMARB R TH -/, BITHEIZ13FITAT v
4 REGES5™Tbh, BFA%EIZDDS 14, SASP3
B, Y7uaARY 2B THotz, B, SEEORHA
7% 2 Bl 2R < 13 B TRk MB0E 8.6 [, SHE X
TH@Z1ES 8, 5 Hic 1EM» 440, 7Hw 2E»1
BT, 6.1 HZ 1 EHTb N, MERIFER (excel-
lent 2 & %) 6%, B2 (good & ¥) 7THl, X
A% (moderate 24 1) 2B TH oIz, WFNDIE
BTy EIERZ o7z,
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5. IBEMRRAEOAMBKRERE (LCAP)

BHMEMR BOE D LCAP SBEITOHME X 6 b v,
AHER 5 BINEBERER, 1T REEBE &
IEETH -7 (F2)., WIhbETHESLT,
ZA7uA RBeFEREIRTWE, 22161
infliximab 235 &Nz, SEHOTEZL 1 F] %
CEFEys5.2m, HERAFTCIEZTHIIE, 16T
37 HI2EfTb R, BRI DOV TR AR TH
D, BIFER X Zh Tz,

6. EEMBRRIEICKNTEZ7 7L ANDEE

GCAP &£ LCAP ZfTbN TV 3R NE L > TH
D, FHWAESRL 2 S s, TEORhE % B it
BT 5 EFELY, UL, GCAP SERH] I
LCAP WERTH - IEFIO|mE™S b b D, BEREHE
v,

BERDT7 72V Y ABOTEEDORES S H 5.
b b, GCAP Tk ERER K3 1T 40~50% T,
LCAP IZtb % L&V, GCAP DIEFA X 7 =X 21k
SERZIEBHHINTE ST, 27 AEEENRCES
SFL-tVv 27 FrORFKT & NEMEADEERE
DIETHRA SN D LS FRE?, H 7 LEROARBIMNE
MmEKZHBF %% 4 v &4 > TNF-a, IL-18, IL-6,
IL-8 DFEEMNETT 2 LW IHERED, HTAIZLDY
FERIBR DRSNS 2 LI XV, RBIMTECD10
BEEOERERNEIE S LI Y, OMER
E£FEVoDH %, GCAP OIEMAHER O 24l 75 fi B H3
SHEETHLEFHEZOS>NS, —F, LCAPIZDW
TOHE T, FERIKEREZNZE L 96% T GCAP 2Bk
B3, HiBRE 989%, U 2 oNEkE 619, IM/IMKR%E 849
FRET 2 RMERE N5, FRCIVIMRERZ B L TAR
TEDRED S IFRETH Y, £ L 2 HImiER O R EEH:
BFEz 5, BMENPEKSL, LCAP Tl H 7 2%I1CH]
SIEMWEY A N A A > IL-10 O8Ehn, KEEY A b h 4
>~ TNF-a, IL-15 DD BME STV B D, i
5% A4 N4 VEEDHED S b VEABEF ORIAN

Th 5,
SEIDMRES Tl GCAP BHEI T3 12wk
T8 X UBRHER R DH D, GCAP BEiozhE % 51

T3 LIFEE LU o7, GCAP ZHEG M E % B
SUCHRRBEE 22T ERESH L EFEZ 6N TE
D, BUEMERECE O fth i B Rz R, ST
Bra0n, WOLDEBEBIZDWTGCAP DF

BIMEDEE™ 235 5, —, LCAPIZ DWW TIdEE
MR RE B £ CBAETY v~ 712 fE S S BB ER 2
[RESINTWE DD, BIBILPHREENLTWS, L
L, WIENRbLETE L OHHEEND D, BEMOFF
il L v, SR IS DERMEAERBIZBT 5
GCAP B X U LCAP EEDOHEREIC D W T H g% —
HEMRBRLLETH S, ZOHRTGCAP H 20
LCAP Hillik L UMb & Ot OB DO#K
&, 72 GCAP 8 L U LCAP O#fE, MRk D
HITHRFZ DO T HOBRNVWLETH 5. BHERKE
WCIZERRANICHERIZS D D, o GHEE VDL En
5, GCAP & %\ iZ LCAP OBE®ED KA
DOWTOFTbLEEEZ 5,
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