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matosus:SLE), IR &HEAEAHMIR, Sjogren FEMR
BICEPF L7 PAH I U Cld s sl s
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ZENFEEND KD LREEFICN L TIIERE
ICITo TV REEEZI NS,
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| SLE-or MCTD-associated PAH|
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(PUEEIZE, FIRA BRIRS)
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NYHAII NYHAII -NYHAIV
CI>3.1L/min/m2 CI=3.1L/min/mé
CRIHIEEDH | BB AR D |
[ErEl] RRsah e
SR HERROARHA SRR IE
O MERIRERA AR G

Follow up

2 SLE 8&U MCTD [C& B PAH DBEFIE
Sjogren FEREEC K D PAH BEROBREFIRICES.
(R 2 £ DEHE)

Ry #—R®), VLVFTEL(7HF—kCR®),
FLOIVEY (I WNRAT®) 2 EBH LS,
72721, Wy PAHICR LTI ERERS T
H5. BRBORESEHEESN, BKRTIE=
7z V¥ 240mg/H, VIVFTELT20me/H
BELREORENH P, ERBOBEICHZ-
TRRBEZE 2 LRSS EEICHET 5.
2. 7ORIH1T1) EHE|

a) NOx s

NI FORAMFILF=®, FadA1) o)
BOOTORIYA 7Y VFEMETHY, M
WY A 27Uy o AMP DN & 0 MEIREE
& & diCMREEIHIER, FRHEmEn
HERZHRTS. FLF—° Fadasy i3
FERAPE DD 3 RN LY 4 OBREFSNE
THAHM, NTTURMIIZS 2 TOREHNT]
BERBAEI(r 70— R LA®, RS54 2 LA®) %
H5. £z, | HEREEES FL+—, Juo
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1 H360 ug £ TOREMVAETHS. £/-5F

ER & UCEER, EEEHL, 3T RERFHD,
INSORERIC X VIEEPEEIC 2 254D
HBH, FOXDREEITE, REREEERT
ZEickD 1 HERSERES T &< 1 EE
58269 ENTEADT, BIEANFRL
REf2 ETEHBERT A (&2, F225931
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b) TRFORF/—I

IR URF ) - (7a—-5>% RS u
AT J =)V ACT®) 3FfEdEIc K DR ET 5
TuRyHFA oY BATHY, WHO BEES
Bz L IVE®D PAH T, {10 PAH A%
THaLRBRZBONTVBESICHERAZERT
b, TRTORAT ) —VET7 LA ) EOBE T
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ZT0T, BREEBEZBRLTCIIRLERY 5%E
T35, %/, 70— %R 3BHA(2~8C)FT
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D, SEMDAICBREEZKT LIk sk
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WY YIRS TERETSHE, 1LHFDO7
0—5 2 2@BMLIE, Z20TY T
F, TIREET AHLUND T v VIGEE
THELTBL). BB RRETH S8, &
HLTHEATS. —F, TRSaRT )~
ACT® BEUCHETH A0, EBLIHIER
TORENHETH 5.

BRI 1~2ng/ke/FTHHD, BLEH
T3 0.25~05ng/kg/3 &L, BREISUTEK
T IVEMRATS. DR, 10~15ng/kg/ T E
T3 1 B 05~ ng/kg/53 9 DEEBT S, EEHR
BICRITTAEEICE, 2oy e R
F—FLEBEAL(E3), BROABEDRY
TOFERABICOEBERE LT, EEREIC
B L TSR BB ERIK A > 7 (CADD Rega-
cy™PLUS®) 2R L THE2TH(H4). #
BEREN10~15ng/kg/FUEEZ>TH B,
Bic 1 @HREE, 1H 1 ng/kg/DEEDOERRH
135, 30~50ng/kg/ TR MERE L LTV SHER
BBV, FEBREO+SLZETIEO NS X
T, 50ng/kg/FEBAI-BRBOHRERZIT->T
WAHERLH B,

BHREWERE LTI, BERE, B, 2,
T, M/MRED, BRIREAER Y (ETTEE
BEOBETEOWTNHEID D), ETR
B, REERZESHS. WINLMNEREET
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BEEREEZHBEALHEY, BEUZERIIE
ROBILZBLERDH S0, RAEERL
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R LTI, BEICS U THRBRRE L BRR
RILE Y ORERITH. ALOAEOREIEER
oBF, EBRLTEMEREOHSHEE, ER
SENEOBETR, 70— Y DMEIREE
Hickh 20OFE2ISICBLEEABENN
HB7:0, BEIEHZSTH 5.

c) NLTFORFrZ

ML FORT 4 = (F LR M) IERHE

BED LSRR TECEVRET AT RSy
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£ 7)) EIRITHY, bAETIZ2014FIAIC
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T - LVEREOWBEYREEZBLHLDITE
15~ 2 EREORSEPRETHSH. EHEED
HEOIRSORAT ) - VOEEBEEZ BB
15~2fBlcLtZEZhEEn. A Y RY VRY
TEAWERE TELSTRETH S, SR
FEORFEL O TERIENIDETH S, BEE
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TRR»SMENH S EBDNDY. BRTR

— 850 —



EMAEREICN Y SERENENS

®1 Tt/?/tﬁ%”ﬁ %b<@ﬁﬁ&%®£ﬂ
S : , /7132'1“" / B ) JQDXTF‘U
HRRER | sonunz 590U LA
NN TNTFUY
P =E A t;gyéfﬁtgv HMG-CoA BB RS
gaEE | sharv-n AT T Ca Hiis
HIV B ER R P EEmplig i
=H R PDES5 [HEE%E

ETHAH0, BRORHIL2~3HICI1ETEX
W=7 L, BRABERVERNSAELTLE
SEAITIIZORY TRAV). BEBETR
E4AB50B5FEEZIRTORAT ) — LK
Us. BfERE LTERK EHEAREKSLER
REETH 275, RUEOBRERIEH T — 7 RS
DIVRTZEGD B0, PLAvEO70—5
SO DBABEEANBDON LY,

3. IRt EZEEERE(ERA)

a) Re>r9> (M5 7U7°)

R AV - qu iVl S ) IV D IR T L STV
ETA& ETsOEEFZHET AT NEY VA
{A$5 472 (endothelin receptor antagonist: ERA) T
HY, T2 RE) NXAMERFEPIMED Y
ETY U7 EMEIT A, RO 4B 1H
625mg % | H2[E#H%E L, REMEICREI T
NEHE 5 EEPS 1E125mg % 1 H2 Bl#E
ERCE

BIfER & LTId# 10% O B E CHEERE
BHERTL. 0o, RAELTEESHEA3
2RI 2BMIC 1 B EERE2/TD. GOT,
GPT »*E ¥ B R (upper limit of normal : ULN)
DIBEBAIZBEICL, BEZ-EIRE2G
k9%, ULND 8fELI k&2 - 75811013 RE
ZHEHALTIEZSZWL, 20k, DEEHS
WEEEBDOHBREDH 2 BEIINT 515135
BTH5B. 7z, BVERTCESEEIBRES
NTWAD, BRXIIERL TLSEEED
HE|ANDOBREIRRTH S.

BYULILEYREERT 7 10— L p4s50
(CYP2C9, CYP3A4) TREfShA0DT, 2hb

TRESNDERIEIRATHLICEDAAD
L PptHEO MPBESERT 57/:%, T
DEHEDOHRIIES, b LEHAEETDH
B(RN. £y, JURVITIREOHRIC
X0, FREREOHRREV 2BICEFTL L
OBESHY, IRV IIFIFEOHABE
=TH5.
b) 7>FUtE>9(T+UTUR®)
FryTVEIYZ RIS RE) URAAET
PBRRICHET SERATHY, Ry &
Db IFREEREORER IEWS, FEOFH
RHEENEV
REevy ERBOD NI BBEEEZ T
TRESNS7-0, PDESPHEREHHLTD
EM M REICEEII LV,
4. RARIIATS5—E 5(PDES)HEFE
PDES FHER X EAEANO ZEDEH Y B
AvEery Iy —THBHA7Y v GMP
(cGMP) D3R % 5 EHICIIFI L T, MEILE
fERB L UCMEFEHEENFIEREZET 5.
YNVFFT 4 W(UNFA) EF T 5T 4 (T
R A®) P PAHIGEHEE LTHKIGHAS N
TWa, LNFFIEHEEHAPEN 2053 3 TD
BESKRELES7 RUUVAITEBEESPRW D
F1TOEETEL, 2B, ZRVLAET1
TRAESEVESICII 28R 2 TRET S L
Ky,
RI1DEBOREV YV EDOHAICED
PDE5 [HEREOIMHEEIZETT 5. LAFF
T3 Cmax 1 55%, AUC X 63%{ETRL, 7F
VAT ENEN415% BLU266%ETT

BT &AM vol.103-n0.6 2015(23)
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730

BE HSMEE - BIRERE RBRTC o <REDBEA

HIENRESNA TS, BIEEE LTIXHE
&, HEEEAL, TV RENDHSH. PDESHE
BIIWHBED L VIEINOHEERE (= bu s L
U, HREER T 3L, BT YV VILE RE) %D
BEYEF MU LFRRTF REDOHBIZKDE
FEfeA #ERL, BECOE2 THRIEsE
BHAHDT, INOOEAEDHAREZRTHS.
5. WiaBT 7 ZIEEY 75— (sGO) RIiEE
sGC FIBE X ME - FEHMBREA T 7 = )VEg
VU —YEREEILL, cGMP IS, Il
EREG 2 HBEZE 5. PAHB L EEMRE
2 14 ffi /=5 Il FE3EE (chronic thromboembolic pulmo-
nary hypertension: CTEPH) {23} U T sGC RIEZE
THBVFTTT MTTLISA®) DRSS
BHHN, 2014 FICHHTO CTEPH IGEEE L
TEREENIz. £2PAHIIR LTS 201542
BICEISIERDEEENB SNz,
FFLNAGE&E1H25mg ETTIHIE
HERS 2725, HRBIUBEIERICIXBEBAZSH
BH7z%, 1H1.0mg 5B L, 2BRI &I
0.5mg T OEZEHT 5. KAIE L CUUEEM
JE7 95 mmHg ML EHNITHEERRETH D, 95
mmHg A CEMEERZE S BEICIIEEE
ZET 5. BIFAE LTIRERS, HI\V, £H
HRE, BILE, K&, BRIZEFHS.

6. IRTERFEDO PAH &EE
RELLUTOEA ORI EDSNTEY,
VRO AE CHHEATREE 22 RIAHTH 5.

a) ELFINY

BOOTaAy5A27) 8HF. #B5TPAH
BE 1156 ADBML TITbN 83 HEER
(GRIPHON 8%) Tl&, WEE(L/FELA XY b
DFE) AT Z T T RBICHE L T 39% 1
# L7 (p<0.0001). CORERE S LIZEUNTIE
RERGCAZRRFFTHS.
b) rOOX b

MADTOAYT A7) EE| I-neb AAD
system & WO ERHOIRAZRZAVWT 1 [E 2.5~
50ug® 1 H6~9EIRAT S, FRKTIZT TIC

ZHiEAE  vol.103-n0.6 2015(24)

60 PEL LTCHERENTBY, BNTHHRES
3HERBFTHA.
C) IVFo9Yv

ETa& ETsD & 2 HE 3 5 ERA. BEFEOD
ERA &R, FFHREREE, BBV T NOFRA
EHE. 8BS T PAH BF 742 ADSIIL THT
b -8 3 #H5Ek (SERAPHIN RE&) T3, B#H
T2 RRA Y MNEE, DERRHETS, W
M, BEEIETE OAY ) A RO,
PAH HEE)RAED TS5 L RBIINT AN —F
ks~ 7 2% 2 10mg 5B T 0.55(97.5%CI
0.39-0.76, P<0.001) &, ¥ T ¥ VXK
BEARY FAZBRICIHEIT S EMNRS N
729, COMBRELEICKTIRTTICERS
nNTHBY, BRNTS 2015F 3 AICREBEH %
BL, REBGEERFTHS

PAH BE I 2HBEREIL, VA RS54
> E1/HPAH, BERIIGIZEICHED PAH OEHFIC
DNTIRIZEF Y AL AL C T Classlla DHESE
%, £l FDOMORBICHFFET 5 PAHDEFIC
DVTRHIEFT YA LN C T Classlib DL
PBTWS. LALENS, Johnson HIZEN
\£, SSc-PAH B LU IPAH D Ik — b & T L
7ok A, SSc-PAH EE T3 28%, IPAH BF
TIE59% BT —7 7 >OEEERIT TV
B, WIhbT—7 7 ) VREICL A FRUE
PRIBOONLEDP 272D ETH o720,
—7 T, CTD-PAH 8 1174 (SSc-PAH & 104
ZrEBL)DTREBITLIHETIE, PAHIR
BEOMHABES LT -7 70 Y OBRENTF
BEWREBESEAIYPEIH oL LTNB, &
D& DIZPAH BEIIX T 2B EEEIZRE
controversial TH A7, iV VEERAER
HEraftL Wb SLEDEE L Y, migtRE
DEMHYH B BER SITIIBBRICEAREE
FTREELEDNEY, ThUNOBEIINT S
B EIXEFICE U CTEEICHT S5 BEN D
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5. ¥7-, IPAHBEIZBWT, GBI R 0
AF)—=NET—=T7 7Y OFAICKD, Hfifg
Hiin ) A7 B ERTHEOHESH DY, T
RIOAT ) — VB EEEZITo TV E
FICBTRT—7 7 ) VEREIZRAERT A NE
THBH. B, METRIENF I, UN—
0 YN 27z E O iR 5B E 2 (noveloralanti-
coagulants :NOAC) IR & L HFE SN TN B,
INSDOMBEED PAHICHTHIE TV R
2L BV, TOERIBEILIRNETHS.
—7%, CTEPH IZB W TIIHIBEEEE L NE
THB. T55ITDNTIEINOAC DEFEISED
5NTEY, T TICEBNOKABEERHARICS
WTHEH Ty, UN—uFgNy, 7EF
YNV, TRFPNVOVT L BIRMEER
IR LTT—7 7)) B EICBLTIEIE
ELHTHY, ReEITBLTIIAHIMOSEEIX
BOWIENRENTVS, EE, T RFHNY
(U770 XENTY TICEIRMEERE
X AESEERSEATHD, UN—OFH
N (A ZHF UL R®) & RERRMEERIEA

FSIEECH Y SEmEDENS

DB ROEFZHEBETTH 5. 5% NOAC I
CTEPH I B A HEEEE L U THERAPE
RKLTWLBDEBDLNS.

X

1) 2011 BREIFRE (HAERERES, i, BR:HEEX):
M EERRN A ¥4 (2012 BETRR). 2012

2) Jais X, et al.:Immunosuppressive therapy in lupus- and mixed
connective tissue disease-associated pulmonary arterial hyperten-
sion:a retrospective analysis of twenty-three cases. Arthritis
Rheum 58:521-531, 2008

3) White RJ, et al.:Subcutaneous treprostinil is well tolerated with
infrequent site changes and analgesics. Pulm Circ 3:611-621,
2013

4) Rich JD, et al.: The effect of diluent pH on bloodstream infection
rates in patients receiving IV treprostinil for pulmonary arterial
hypertension. Chest 141:36-42, 2012

5) Pulido T, et al.: Macitentan and morbidity and mortality in pulmo-
nary arterial hypertension. N Engl J Med 369:809-818, 2013

6) Johnson SR, et al.: Warfarin in systemic sclerosis-associated and

idiopathic pulmonary arterial hypertension. A Bayesian approach

to evaluating treatment for uncommon disease. J Rheumatol 39:

276-285, 2012

Ngian GS, et al.:Predictors of mortality in connective tissue dis-

ease-associated pulmonary arterial hypertension:a cohort study.

Arthritis Res Ther 14:R213. doi: 10.1186/ar4051, 2012

8) Ogawa A, et al.:Risk of alveolar hemorrhage in patients with
primary pulmonary hypertension-anticoagulation and epopros-
tenol therapy. Circ J 69:216-220, 2005

=

7

EHEBEE (T 113-8655) FREBMREAR 7-3-1 RRAFEFHHEFRRERSEAN REH 8
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B

BE 2
R EELEIREMEL/ SLLE - T2k

[FUHIC

BEBOBIICH 2o Tid, WHRER - 54
FRE EBDIEHRRENSDT TU—FHEE
EWE DD, 2 THHOCHREREIBER
ERIOFLE R LBERIEETH S, HOHMAR
X, BEBOBHICATRTHLDOAED

T, KBEOBOY Ty PSEPER - FRO

TR EEFEDORER, REGEHEDOILEZ LI
bERTHALENDH 5.

BERICHITDECHEBRED
EHDHVE

BER - BEERICBIT 5 8 OREREZ,
Oviyilk, ORBERIE, @Yy~ FHE
AR CCP L, V< b4 FEFZE),
@ ANCA, G®#Y Y IEEHRAEEREITKE
THILDBTES. BERCBITSECTHED
MEOED P, FoTWHERAGRET
BEREBICLIoTERL, FRABICBVWTEL
VB R AMERRLITRLA.

MDA I -0

PRHAEREICIRE 5T 2 DDFHEDS
bHb. Tbb, OHEp2MlgzEEL LI H
BeBOCHARE (IIF) L QR BE#HMEL T & 0
THURIZ U7z ELISA 3 (R 0 L2 bR
BENEERZLZE0G)THS. IFER, #
T T OHBIUE & ST B A% ik
HT& 5729, ELISAICET N TwWh WA
(RMOHMELEDT) BRMTES. —7F, &

0910-1551/15/ #%: ¥100/ BF: ¥200/ & /JCOPY

SEWERDEERREOLAILT v TORA Y MEFIZDTB
RUPEICHIS 2 BEREEECHFDEVD T

BATHHELC R E3DP% R, BET
HoTHLTLIMBPERPHEL L TIEZW
B, BRCHEZOEBAVAZ APRETD
5. ELISA ¥, [RBERMGOD 7 7 VIR
E|ThHY, BROICEE2HAENT LD TH
N3 LI FERDH B, BRIICERZ 2Pk
THoTHTNTELISAFED I 7 F VITE S
NTWwabIF T, T/, EROREBESR
HRELEARIIRET LI LNEVDT, 27
Y- v e LT, ERHGEEEE AV
E3D L DS L DIFEFBELND.

IIF 3 X 2 PBIEREIC BT, Bl
HRELRDDERTELRDDZHo TBLBLEDN
b5, [HiBPEIRETH- T, HMIIAR
RZBEIRX Y FENSE I ERSVA, Sl
BuHaCEHESN 2w E2H 5. P SS-
A Pk ARS ik i3 i Btk TH 5.
¥ 7z, PLCCPHifk, ANCA, Y v BEH K
BERIF TRAZY —= v 7 TERW,

IF &I X AHBHRAETHEL 25012, 1§
REICEZEND DD LTI S E VD &
Thb. BEE, MEZ 40 FEHFFRrLMBEL,
2T ORML T (B0, 160 15, 320 £,
640 f5--). LA L7%Ad5, 40~80 DB
BEATDH 30% P EICADONE LRESR
TwaY, £5%LY) 5< b—FA(SLE) %4
BRI (SSe) o BV Tid, EBEMRIED
BLALIRIOFEUEERBZENEL, h
bOREBERES BT, 40~80 IR
BHGEPBETH 2 WEEEE LD TEN A
O, BELAZLTIW. —F, 23EHK/

Medical Practice vol.32 no.7 2015 1125
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B FRAFRENR 7 U -2 JICRBEEAHREEFEL TV 3.

B FEEATFECLITBRGETRNICES» H 3O HERIE 160 L ETH 5.
2 PM/DM T3, HEHREOHEIEVEGIRPHBREREDLBEOH IS,
BEEANFECLIFARRGTEIRLBEOEROFRATH 5.

x1 BER - BERBEHCHEHFRE

| Bk | HdsDNA | #Sm | FLUIRNP | #iTopol | #iz> FAXT7 | # RNAP3
1 (IIF) - HifE E7%z o ik E77R% ik
FAN
O O O O
®) O ®)
O O
0O A A e N
O AN PAN PAN
Y /Fﬁﬁﬂif 'fl?%ﬁ VAN VAN VaN
Mm% A
HL.SS-A | #SS-B| M ARSHitk | CCP |IgMBEY 3 | HALTF ANGA | MPO- PR3-
 Hifk HiE | 18 | i |YrEEF| Y ECHE ANCA | ANCA
gDy 7? : O O
54T ‘)7-7 h—F X' O @)
é%ﬁ?ﬁ&’ﬁ | AN A
‘y%ﬁﬁﬁﬁ/&ﬂﬁ%ﬁ ' AN O
RN IR VAN
yr =00 /ﬁﬁﬁ (@] O VAN
v /ﬂaﬁmﬁﬁ{@% : o) A
mEx aN O O O

ORLEADHEE, AFSELLRDIEPSVEBERT.

R 545 (PM/DM) TiHE D o Hudifsk Lo
B 22 B R WIEEDE , TUEHEIME il
HHVZRETLEBERRATHETH L
Eidb. Lo T, BRNICERDSHLH
MIEBICL - TER2 L. BREBEINIE
BAERECETAERY I A F—Y 3T
b, A7V —= v FOBERFTIL, BEEAD
B IIN—t ¥4 NHFBEEICES L), MR
BIZRETRETHY, RAOHBEFITEL:
0 FRBELTWBZE, —RIZIIEHMED
FEHARERNEREZ DO L0V, &
IMETH EELRTEIEVEET 2HE01H 5
ZEDBRENT VB,

1126 Medical Practice vol.32 wno.7 2015

b9 1ODMBERE LT, IFEZFHERED
FEAPALENH S, IIF i, MEOHFRR
FINL T CHEE,ZHAEMETICHEL
THETA. L7 oT, ELISAD X% 28
FICLAEHNRWEETIZZ V. Lido
T, BERIMERZOHERZ IF THHTHO
BERICZ LW L%,

I0F Ci&, FEEPLDIEELFHRMIFZON
5. il DBE, HER, R,
PR, H/MEEICAEENS. DO b, BE
B BEAL A (discrete speckled ) R § DX #H
Y PO XTHAESEFTHEDT, Hiky b
ATPMFIIOF P OHETES. 2, BME
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Gy |eme-[bevoz] mm | Eom |

RA TH, HCCPHfkE MBI YT M FEFFEETSHS.

'SLE Tld, #i dsDNA 5ifsX®H Sm ik HeREIE <,

P SS-A Hilk b BEICE 3.

(25251 ULRNP $ifk%

- i dsDNA Hifd G iR RmEREMEICHEE L TEE) T 55, #il UIRNP Hifk?P

H1 Sm HiF 3 HAMITZEB L B0,

B34, SSc SRR 2 HiBHiE (3 Th/
To Hiff. H USRNP $ifk) TH 5 W REMEDSE .

FHDHIELENTEDDOOPFTHERBRINRS
ChTWwWb b o0id, $idsDNA Hifk, Pt ssDNA
Pofk, ¥uSmPufk, ¥ UIRNP Fifk, i bHEA
v A5 —+¥1 (Topol)Pufk(Ht Scl-70 i),
Pty b X 7HMAE HRNAKRKYAT—E3
(RNAP3) i fk, #iJo-1Hufk, #1 ARS Hi1k,
PL SS-A Hufk, #USS-BHutkdh B, IEBER
PAEOHRICD, REBEFEEPFEEIIEDOH,

LRPENDDETHY, BRICEBRNLE
THA.

ERERAONEICE, +7ruo—F,
ELISA gz E0SHW BN A, ELISA IZEREMN
wl, WEECERES D Y EBERICERTY
b0, BERGICHEELZE) BECDERT
5. —FT, BEECBRECEZEZELD
D, BICEEHEAZD LA — -T2 BEDH
MO OHE BRI TH 5 TREM 2 5 LEHN
H5.

WEBREHDEOTIIE, WEEIEET 5
DELBVWHDONDHE, EEIT 5 HDDMRFE
% b DIZPL dsDNA 5ifErd by, REBHES
FMT 5. FoOmo% ok, BEIEE
e KEdd, ERNICHAmEE) LERS

Uy,

i
a3

L OEEUDTF(RA)
PiCCP itk L IgM B ) » < + o FRFHH
F&N5B. ACR/EULAR O EEETIE, &
bk, EHMEE SHMEECSETS
EzoTwAEY, FhFhOMEREIT,
EEERUTREE, LBREX)SERED
3BT AMEN MR, 3 FU LA MmEE
LERTWE, MCCPHEIRE - HREL
BIZEWA, VI b FEFRY=—ZL Y
EEHZRILDETIBLOECRERATL
LI I NS,

2 =EMTUFY T2 (SLE)

ZE A OB (TEEH) TR RERIC X
LB BIEEL 5. Bl dsDNA HiERH
Sm FFRAEICRELTT . —7, RER
ERTRZVWALCRE SN b DICH UIRNP
Pufl, PUSS-AHifk, HissDNA Hifk2tdh 5.

I1 SS-A A EBMGHE DG & i FU PR

LRBIENDHL. E, RERNEEILTWE

WA, YRV - L PHAIEREEN2E
CHAETH Y, PREMRERE BET S Lt
mohTwa, LRV -4 PHMAER, %
PUERI B CHIRRE L /MRS Jea & B
BEMZFRICKY, BT —-UP5EFT
DETELZEDDH B, ’
SLE ® HCHMAICE, HEMIERT 5 b
DELZRVHDNH 5. P dsDNA Pifkid g
R THMEAEB L, REFEHERLHEFEDR
DHBIZHFHTH 5. —7%, P UIRNP Hfk<

Medical Practice vol.32 mno.7 2015 1127
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& SSc Ti, MIPRAVAT—EIHHE, fit> bOXTHE, 5 RNA P3Hifdd

REEHGGTHS.

@ I RNA P3 HiAGE SSc TIHRRERT I U —EOREICEET 3.
PM/DM TiZ, 5t ARS HiADBED R N T 3.
B DM BEHHE LT, {Mi-2 Hifk, # MDAS #ifk, # TIF1yH#EF S0, BEERREE

mCMEEEL TW3.

i Sm HAHEE % B U TR & A HEOLH I
R '

3. EEMERSETRE(SSc)
WEERIEL LT, ERAVAT—F ]
Hilk, Bk b oA THME H RNAPS Hifko
SONEETHS. I7:, BEBRENTERV
2%, HUIRNP#HiE D LIZ LIZBEIC 4 2.
SSc ik, EITHELBEORERE OMEIEYE
S, LA — ADBE CIRIGRIKILEE
1o e 5. $iTopol itk i
RNAPI Hifkiz O AEEBILE, it b
AT HAREREREEELEOREL &5 LA
B, BBRETIE, Bt Topo I Bkl BB H:
%, i RNAPS Bk mB s ) —¥ L4
B3 %. #i Topo I Hifk & ¥ RNAPS Hifkid e
BENZDOTEVY, ity b 7HEE
FNaL K=Y AR EORB TS & & 2Bk
Chh. BRBRCHETE 2V, REEE
DB b O I2Hi Th/To Hifk & #t USRNP #
hBHY, EH 6 LM OTHAETSH S
DT, RNy —UDPBETLR L.

4 SRMEREE/ B RBHN (PM/DM)
PM/DM Ti&, $EF-H Jo-1 Hifk L 2 RMZ
WCHIET & edro 7208, BIEHL ARS Hifk &
LT, #Jo-lHifk, ¥ PL-7#ifk #PL-12
Yitk, MLEJHUE, BEKSHAEDSONT LD
THMETEL LI a0, TOBREICEHR
Ol kiR EENTVRVDT, BETH-T
L5 O] Pk O T REIZ BRI T 2 2\, H ARS
SURBERNE, HAOED, BEEEEE,
LA ) —H% BAE% FE CHRBHEEL

1128 Medical Practice vol.32 no.7 2015

ERREREZEL, HARSHIEEFEE(R
sythetase FURERE) & LTS,

i Mi-2 ik, 5 MDAS ¥k, ¥ TIFLy ¥t
fRix, RERBARZOBEBEFTHY, SHEH
CHIETE B LI Ab I B, B
MDAS iz S8BT HEFEEM A2 &
HEEEEHACERCHEKC 25 )
TIFly PRI ADEBEEESHEEH KL
NREEHATERICEEC RS,

3. EEMESERR(MCTD)

i UIRNP Hik A B CTH 5 & & 2B B 0BT
Rehb —HT, HLUIRNP HARAIEILE
ETIE% <, SLE, #KEE PM/DM Tbk
BIZRBZENDD.

6. T~ /EREE(SS)

PLSS-A FRITBEBE T, HEF TR
SS-BHiLfE b BiEIC 22 5 = L A%\, B SS-B
BMBEIZEbOTENTHS. Ly b
X THABHEREEORERT, Yz —r LY
IEEHOERVEIRICEDHAENDHS. VU<

MM FEFIERTHEL 2.

UV IEERAEEREE(APS)

APS OB HICIE, MEFRRELT, V=7
A7vFaryZs >y hLAC), HEEDNE
(40GPL 721240 MPL DL E, HB5wida v b
=D —EyF L VEE)DIG F T2
FIgGHBoOFp2-7 ) ararA4 v 15k B
FUHREEDEIGERR IgMBOTRAINVY
FYEVHED3IONDI B, WTFhp)t 128
DEREHITTC2EYULEBETH S T EHPLE
ThHsY. L Lierb, bAETEHRLZ-T
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;[ T=F— ﬂzwz, B [ £ B ]

B 3 UIRNP #ifkls MCTD IR TIE & <, SLE, SSc, PM/DM THBMICHD Z &

H3. :
® 31 SS-A Kk I HifilaERETH 5.

u MEREEESHAE L LT MPO-ANCA & PR3-ANCA HEELF, BTH#EN

BEEhEVESTOMERESL.

Varoyr4 YA —RICEEETET,
2 IgMEBOHF A VY F ) ¥ A D EBINE
STV, :

8. ANCABSEMER - FRMINELHME

NSRBI (EGPA) - LRMENMNEIE

fE(GPA)

ANCA %, WFEciifaE % Z2E 2 L8
AREETHEL 25 HOHET, SERICYE
¥ % P-ANCA s E &Iz T % C-ANCA
LI END. P-ANCA O IEHEIZI =
oA £y ¥ —E(MPO), C-ANCA DEE
MR 77 4 F—E-3(PR3) THBHZ &
PO MR o TWAD, BB EESEE
T MPO-ANCA % PR3-ANCA ® ELISA 4B
HOEHAEITIE, MPO R PRIV ZHE LTS
ANCA BEET L LHEEEINS.

DAEOANCABEMEBERDIZL AL
MPO-ANCA T &% 5, MPO-ANCA X EGPA
(Churg-Strauss SEMER) O EHICHHEIC 2
5. PIRRIREIC X 2 BAFRENELTHL
BRLIZBEIC R 25 hTwa, PR3-
ANCA X GPA (Wegener A BIE) THER
POBRICHEEICR S, ANCA OHEMIZE
BEEE L HET 5.

HPOI(C

HOHREZBER - BERBOBRIIK
ELERE bOW, REESNIORHET
BRERTH ), RAEREORERLZTH»oEX

BRRETSE TR, E7r, REOBEN
FELEOEHELE )T 29410, NOTE
THELTHRRBLZY, BEL B TERET
BREOREILEL 5.

X @
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Letters to the Editor

The involvement of organic solvents in eosinophilic fasciitis
has been reported.® Our patient further developed hematologi-
cal malignancy during the course. Dichloromethane and 1,2-
dichloropropane were carcinogenic, ink-removal agents used
in the printing industry, that can cause cholangiocarcinoma,*
and we suspect that they were contained in the organic sol-
vents used by our patient. This might have played a role in the
occurrence of hematological malignancy.

Eosinophilic fasciitis is sometimes associated with several
autoimmune conditions, among which morphea is the most
frequent but association with generalized morphea is rare.
Furthermore, association with vitiligo and eosinophilic fasciitis
is also rare, and only a few cases have been reported includ-
ing vitiligo-like hypopigmentation.® Whether hematological
malignancy is associated with eosinophilic fasciitis or environ-
mental factors is uncertain, however, our rare case demon-
strates that diverse hematological as well as immunological
manifestations can occur in association with eosinophilic
fasciitis.
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Eosinophilic fasciitis with severe joint contracture in a patient
with bladder cancer and B-cell lymphoma

Dear Editor,

An 81-year-old man was referred fo our department, com-
plaining of skin thickening of the extremities and trunk, which
had progressed during the previous 10 months. He had
undergone an operation for bladder cancer 3 years previ-
ously. Furthermore, he had been diagnosed with marginal
zone B-cell lymphoma 8 months previously, and treated with
chemotherapy using rituximab (four times) and prednisolone
(20 mg/day with tapering for 3 months) which were ineffective
for the skin symptoms. Physical examination showed severe
hardening of the skin of the lower extremities and the trunk
with brownish pigmentation. Keratosis was observed on the
popliteal areas and dorsa of the feet. Severe joint contracture
was seen on the lower limbs, which could not be extended
(Fig. 1a). Neither sclerodactyly nor Raynaud’s phenomenon
was observed. Laboratory examination showed normal range
of eosinophil subset, increased creatine kinase (1761 U/L),
immunoglobulin G (3606 mg/dL) and positive antinuclear anti-
body (1:40, cytoplasmic), whereas neither anticentromere nor
Topo-! antibodies were detected. T,-weighted magnetic

resonance images showed significant thickening with edema of
the fascia of the thigh (Fig. 1b). A biopsy specimen taken from
the thigh revealed extensive dermal sclerosis with thickened col-
lagen bundles and deposition of homogenous materials, and
thickened fascia (Fig. 1c). Not eosinophils, but lymphocytes and
scattered plasma cells, were observed in the subcutaneous tis-
sues. He was treated with half-dose steroid pulse therapy with
methylprednisolone (500 mg/day) for 3 days, followed by
60 mg/day of prednisolone which was gradually tapered. One
year later, skin sclerosis and joint contracture were sufficiently
improved, and the lower legs could almost be fully extended
(Fig. 1d).

Extensive skin induration of eosinophilic fasciitis can lead to
joint contractures and tendon retraction, which reflect the
severity of fascia fibrosis. A previous study showed that 29
among 52 patients had flexion contractures,” however, severe
cases like ours are rare. Our patient also developed
generalized skin hardening of the trunk, and his activities of
daily living were much impaired by the disturbance of the
range of excursion.
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Figure 1. (a) Wood-like hardening of the
lower extremities with joint contracture. (b)
T,-weighted magnetic resonance image
showing intense inflammation of the thigh.
(c) Histological features showing diffuse
dermal sclerosis, thickened fibrous septal
connective tissues and thickened fascia
(hematoxylin-eosin, original magnification
x40). (d) Improved skin sclerosis and joint
contracture.

He had had bladder cancer 3 years previously, and further-
more he had developed B-cell lymphoma 8 months previously.
The onset of skin sclerosis was almost concurrent with only
2-month intervals, which suggests an association of hemato-
logical malignancies with eosinophilic fasciitis, sometimes
termed paraneoplastic eosinophilic fasciitis.?2 Also, cancer-
associated fasciitis panniculitis is an eosinophilic fasciitis-
related condition, involving the subcutaneous tissues,
superficial fascia and subjacent muscle.? In the previous case
series of 12 patients with malignancy, nine had hematological
malignancies and three had solid cancers.®

Targeting therapies for B cells may be promising in the
treatment of systemic sclerosis,® however, in the present case,
rituximab was not effective for skin lesions. Instead, steroid
pulse therapy showed sufficient effects that enabled the lower
limbs to be extended. Clinically, severe skin sclerosis involving
the thigh was much improved, although sclerosis of the lower
legs still remained. Methylprednisolone pulses at the initiation
of treatment resulted in a better outcome in eosinophilic fasci-
itis.> Our case may have developed skin sclerosis too severe
to be improved by rituximab, or the duration of administration
was too short.
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Paraneoplastic eosinophilic fasciitis with generalized
morphea and vitiligo in a patient working with organic

solvents

Dear Editor,

Eosinophilic fasciitis is occasionally associated with hemato-
logical malignancies.! We herein describe a case with eosino-
philic fasciitis, generalized morphea and vitiligo, which
developed into multiple myeloma.

A 61-year-old man complained of skin thickening of the
extremities. He had been working in the printing industry, clean-
ing the ink printer using organic solvents containing thinner, for
over 10 years. His hobby was climbing mountains, and skin
hardening had appeared a few years previously. He had vitiligo
from the age of 12 years. Physical examination showed skin
hardening of the upper and lower extremities, and vitiligo on the
face, hands, trunk and lower extremities (Fig. 1a). Diffuse scle-
rosis was observed on the abdomen and trunk (Fig. 1b). Neither
sclerodactyly nor Raynaud’s phenomenon was recognized.
Laboratory examination showed a slightly elevated eosinophil
subset (9%), increased aldolase (12.3 U/L), immunoglobulin (ig)
G (4425 mg/dL) and normal creatine kinase levels. Antinuclear
antibody was positive (1:2560, specificity), whereas anti-dsDNA
was normal and neither anticentromere nor Topo-l antibody
was detected. T,-weighted magnetic resonance images
showed significant thickening of the fascia of the thigh. Bone

Figure 1. (a) Wood-like hardening of the
lower legs with vitiligo. (b) Sclerotic skin
was also observed on the bilateral abdo-
men and lower back. (c,d) Histological
features showing diffuse dermal sclerosis,
thickened fibrous septal connective tis-
sues with cellular infiltrates of eosinophils,
plasma cells and mononuclear cells in the
subcutaneous tissues (hematoxylin-eosin,
original magnification: [c] x40; [d] x200).
(e) Computed tomography revealed sple-
nomegaly (arrowhead).

marrow biopsy showed normocellular marrow with slight prolif-
eration of IgG-i cells. A biopsy specimen taken from the fore-
arm revealed inflammatory infiltrates of mononuclear cells and
eosinophils in the thickened fascia (Fig. 1¢,d). Another speci-
men taken from the abdomen showed dermal sclerosis, corre-
sponding to morphea. Lymph node biopsy denied malignant
lymphoma. Our patient was treated with oral prednisolone
(30 mg/day), which was gradually tapered. One year later, skin
sclerosis of the extremities was sufficiently improved and that
of the trunk had almost completely disappeared, whereas viti-
ligo was unchanged. Three years later, he developed spleno-
megaly (Fig. 1e), and the second bone marrow biopsy revealed
plasma cell myeloma with plasma cell infiltration into the
spleen. No flares of skin sclerosis were observed.

Our patient showed increased levels of IgG and M-protein in
the sera, but initial bone marrow aspiration biopsy denied mul-
tiple myeloma. Thereafter, he interrupted the follow up in the
hematological department, and developed splenomegaly, and
plasma cell myeloma 3 years later. So far, association of eosi-
nophilic fasciitis and multiple myeloma is extremely rare,? and
interleukin-6 and transforming growth factor-$ are suggested
to play an important role.
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