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Medical Practice for Collagen Diseases : Autoantibody and
Skin Lesion

Minoru HASEGAWA*Y

Y Department of Dermatology, School of Medicine, Faculty of Medical Sciences, University of Fukui
23-3, Matsuokashimoaizuki, Etheiji-cho, Yoshida-gun, Fukui 910-1193, Japan

The dianogsis of collagen diseases is sometimes difficult, since their symptoms are heterogeneous,
even in the same disorder. In this review, I discuss autoantibodies and cutaneous lesions in systemic
lupus erythematosus, systemic sclerosis, and dermatomyositis. The appearance of autoantibodies
precedes the development of symptoms, and the type of autoantibody is closely associated with
clinical features. Therefore, autoantibody is the most useful tool to diagnose collagen diseases.
Recently, the clinical significance of several autoantibodies related to myositis, including
anti-aminoacyl-tRNA synthetase { ARS) antibody, anti-transcriptional intermediary factor 1
{TIF-1) antibody, and anti-melanoma differentiation-associated gene 5 (MDA-5) antibody, has
been clarified. Skin manifestations also include helpful information to diagnose collagen diseases. In
addition to disease-specific skin lesions, non-specific skin eruptions are important, especially for
diagnosing early, mild, or atypical cases. Furthermore, findings of nail-fold capillary detected by
capillaroscopy or dermoscopy are specific for systemic sclerosis and dermatomyositis, and have
great diagnostic value in these disorders.

(J Environ Dermatol Cutan Allergol, 8 (4) : 231-238, 2014)
Key words : systemic lupus erythematosus, dermatomyositis, systemic sclerosis, auto-

antibody, skin lesion
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iR T H A A ]’Bgﬁl*i‘?fﬁé Bahiznd o, JK*W“T AT IR NEE R SR B PAWPOEE £ o 2 dinstolic
GEfT R BNE L000pg mL T Li. (aor T = puimom«lr? vascular pressure gradient(DPGY 12 £ 90
RO T im’:ﬁ 3“" kD WHO S ik DPGO AL (= TmmHg) . [ALCRDEG LF
SREL ~ VIS & G IR ‘rvr wwfu‘é{&éi:@m«n i M I O A i L A2PHL &, DPGO b 30 (<
§<§;;u ST B2 B Tmmblgy, DA RO % kfﬁ“miﬁf’}méﬁbﬁiﬁ Ak
1k R Lt PH B A A Y AT 200 10
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HES BRI AEROERRENET PTTM
( pulmonary tumor thrombotic microangiopathy )
DEWICE>/ 161

oA R P Ol LR B KEFEONT R R
wOE bt R R ORI

&
Bt MR CERED L USRS EE 5 FRERES L Cuw/odt R4 2R
BUNhZHETA LI 4ok H#RIERE»G 2088, MECESZENFEZEOARLLZ B
MRS CT TRER L, WLy v+ 77 7 4 CHEMCERO MBI T 2 @O, k<
ERERY R0, BMMBRERE L8V ERENE T B U 22D RS EETT L7z, IER R
AMARAS & B TRIBRI I PTTM & 0T L7z, PTTM Ui s iR S b & oo s fE
REC L hIFRAL2EIFREBRECH Y, BMROEET 2 PDGF A IE N €7 ¥ 7%
FRYLEELION, FHITL PDGF PEMTh-72 HLPLMERHELEDT, WEME
WEEREAT R b R R AT T A BB E T, PITM 28RO 1 2L LTEICHE {2 Th
A
FEIMHE ¢ A 4%, Pulmonary tumor thrombotic microangiopathy . Imatinib

A Case of Pulmonary Tumor Thrombotic Microangiopathy with Hypoxia During Endocrine
Therapy for Metastatic Breast Cancer : Nakamura S*"# Tanabe M™*, Hatano M*?, Takahashi
§* Iwase T*! and Ito Y** (*'Department of Surgery, Breast Oncology Center, The Cancer Institute
Hosiptal, **Department of Internal Medicine, Breast Oncology Center, The Cancer Institute Hospital,
*"Department of Cardiovascular Medicine, The University of Tokyo Hospital, *‘Department of
General Oncology, The Cancer Institute Hospital)

A 45-year-old woman with metastatic breast cancer in multiple bones received treatment for five
years, After she had suffered from dyspnea for two months, she was admitied to our hospital with a
diagnosis of severe hypoxia. Although enhanced computed tomography did not show a pulmonary
embolism, scintigraphy demonstrated patchy flow reduction in both lungs. A blood coagulation
test suggested micro-thromboembolism. Hypoxia rapidly progressed cven after anticoagulation
therapy. Wedged pulmonary arterial blood cell sampling revealed cytologically malignant cells,
which confirmed the diagnosis of pulmonary tumor thrombotic microangiopathy (PTTM). PTTM is
characterized by fibrocellular intimal proliferation and thrombus formation of the small pulmonary
arteries. The serum of the patient showed a high level of platelet-derived growth factor (PDGF),
produced by tumor cells, which promotes vascular remodeling. Despite administering the anti-PDGF

Y1 PAFREHDIER LB 5 AR
"2 HAFFS R AB v F —RLAAH
"3 WEARFIE R E R E MR

T4 AR SATIN R R SRR
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agent imatinib, she died of respiratory insufficiency in 24 days. When observing progressing hypoxia
without clear findings of pulmonary embaolism during anti-coagulation treatment, PTTM is one of the

differential diagnoses

Key words ! Dyspnea, Pulmonary tumor thrombotic microangiopathy, Imatinib

Jpn J Breast Cancer 29(2) * 185~190, 2014

BUBIK

Pulmonary turmor thrombotic microangiopathy
(PTT™M) 3BUMHEMRIERER CMA TRED
BAEUREIED O, el 2 REEnEY
ETEBEASTH Y. 19904 Herbay HIZ X
S TRBENRLY, WRABSZLWI L, GER
ARECETT B I LSBT, BRCEET S
S ¥ SEbLbREREEhOEBIL
S PTTM AEPF L ZEG & BB L o - 3R
MERENATHET 2.

E Bl

BO#F 45 i

= B FIERTIRREE.

HEE : 20064F | BiCRAEEER (CT2NOMI,
B HAE - B - A1) SagelV OB
MW (LB ER) ERIRESATSE
(fEs), #ME27om. B LV—F 1, ER B

P (Allred scorePS5, 182), PgR Bi% (PS5, 1S2),

HER2 0 (SRt aeis).

20064F ~20104F T tamoxifen + levprorelin (6
# F ), CAF (Cyclophosphomide 500 ma/m®,
Adriamycin 50 mg/m®, Fluorouracil 500 mg/m®) =
94 4 Z )l +zoledronic acid (7 7 H)}, triweekly
docetaxel x 4% A 7 ) (11# B, anastrozole+
leuprorelin + zoledronic acid (21 % A}, capecitabine
(BARA) ITLiBEE#EL Tyl 20116
REL DL icfhE@ZRD BERE~—2—-0LA%E
HABL LI h T, TOBETIICTHELIE
RBOEITIEES S d o7z FE 9 BIZILH/ERF
G & IR, PET-CT I CRIEBEfT L2 L.
Bk % exemestane (EXE) 2B L7z #0#
LIEmEROWESEORT, LIREOERZSD
B ERBENFELESASBENERNTAR

iz o,

ABRBFIRIE | MAEL1IR/72 mmHg, RH104/min,
Sp0,83% (roomair}. H&E, LHEECEELRL.

ARFHAREMR - MBS A58 (K8, room
air) PH 7.539, PCO, 24.3 mmHg , Pa0; 106.8
mmHg , HCO; 20.3 mmol// .

MBEPRE MEICEFEL L. AST 157
10U/, ALT 15 1U/ ., LDH 667 1U/, BUN 11 mg/d/,
Cre 0.69 mg/d/, PT-INR 1.22, APTT 254 sec, AT
11 83%, FDP 41.6 ug/mi, D-dimer 11.3 u g/m/,
BNP 54.3 pg/m/, CEA 596.4 ng/m/, CA15-3 329
Ulmd .

AER 108 bpm . TAEEIR.

BIER Xp : CTR 45% RiFFCREL L.

UCG : EF 60%, RSVP 52 mmHg, BEEMFRM
D, “

BEEE CT: ot mERERE HHFE
HEEEST (W1,

WM FT27 1 WHESCUEANE &
WICERBTZRO0 3k EchErBI &
BEETH- (BH2).

ABRBEE  FDP S1E, PT-INR OB EER
R E, MRES »F 5757 1 OHEH
SDICIE BBV IIBREROTESELE 2,
danaparoid sodium , heparin, warfarin @ SUF i
TE, BEAR S X 2R FA L2 hME 4 [CFRIR
REIZEALL., ARBOEEEEZCT TIFEE
LERRES Lol WRASORE L EEN
RPREELTWAIE, WK 555740
FiRAS PTTM ASEEbh, #2015 T8
HBIRERFESTRBARERSZIER
Euofe, BEREEHEITSNG0H T T VRE
T, room air T T Sp0, 78.9% L HEZEY
WTH Y, F-EEIREA7/18/20 mmHg , [ FRE
2.98 Jmin/m®, HFMEHEH490 dyne + sec/om’ & Bii
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B ABREBEEEE CT
LR HEES

W 5 022 iR OB IARIT D T o T
b : Bl 4

REH RGBS Lol

H2 BmE>>F75774
B THROERET2EDLY, BITISENET
T S EATEL

W Z RO, WERES T, EEzdi
EKEMESROEGARTALED. 72, W
BRCEBA LA T —FAho%5], BRLA
MFEHIFE a2 12 THM: (adenocarcinoma} & FHT
ah7z (B3). My TiE, MmHgmhRE#
%EMEF (PDGE-BB) 468 pg/ml (0.942~7.366
pg/ml}) LEETHD, EEERFEL WHogs o+
7974 OFRLEHTHEMIT PTTM & Bl

®3 HEhARAREaE

MBI I OBETERREHFEED .
Bl R T8alH )y ovF A EIERRE R L
Tna I bl BEEI A TCH T

MR R

L7z, PTTM WHEIREEP L HET L £ TORH
MABFEFRILEETH Y, BEEBHFOVTHE0
BHEFMILEbZWI LS R dRE, L
L. WEMRVER @M EERRE L L THEE
TR TH - 72 imatinib T @ EOHMTEL R L
TREBNCIRG Lo e 25, B % B RS T SE O
WETE, BHROELBEIZLZ PTTM &
BE SN BMENS oY T ERAEES

Presented by Medical*Cnline

— 794 —



{f/min} {mmHg)
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Imatainibi¥ 58 s
v Abmedey
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T ====Pag,
& A — BERSR
= 37
4 i Pad,
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] —am
F e
L
5 44—ttt 0—O————0——0———F
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21 26 3

B4  imatinib FE5ROER

B EHERCBCTERONRMEE LTS L
L7z PTTM @HEFZH LT imatinib D# 5 17
WV, BIRRESELAMEERL Tw/ bk
ML AGEFNC B LT h imatinib OF G
XA LHETL, AMHX O PTTMIZMNTA28E
FEARSER E L, imatinib HEEEZ200 mg/ B &Y
A L. #S5 A BRI RiTLCHOH 7
— 5 L Cid, Sp0O, 79.3% {room air), HEEIMRE
45/22/30 mmHg . UMREL 3.60 min/m®, BillLFE
410 dyne - secfom’ & ERERFIMAE S X UFHIE ME
FEDRBIHIEAETHaT. Z0zd, ERE
WHTARBELLELHET LT EXE 25 mg/ HD
5L EHLLIBRERMEE 4 ICESL, imatinib
400 mg/ HETHET S S, EHHEHBH 52408
BilEH#IcmAEEfT L, KESHZ (B
4, BREE L D EBROBRA R SN, I
BIZCT A2 07y —0AKESIL-ZE, BE
TR 7 0 7L O REbhd sl L2 S
KEFA BV TREARIRGE N

£ =

PITM BEHBERF ISV TMOER ik
&0 LRMOMEIRR, SRR~ DEGERIZE
A& E, MEOHME M (fibrocellular ) B
EIZE RO TN AMETH L. EEERLT
TORETI BT & BN X Y R KA
MEnfkivbm B VidBER &L, mitE®

Pl he W% (W

LSEMRER B 009~33% Iz bt &
CHEEAEDIRBTHS. WTLBBROEEIE
(., FRTHAHCEHLULAHREZ bhbhatE
~EAHEDTRBEBRNEED 44 (B8 SRE
) Thot0

ERHERICMLTE—E2DAREE O TwE
Vit ARSI OARBRA~EENERZELG
DRASCMEBRICES 57—, DEEHITBY ~
NEEBL, WE— L KER~HO0R—TB R
(PA} IERFr—ZAD2ANDTREEZBRT
27 AFICELTIEREL»RY v AHEXRE
PAOEBEZRID Chhhoizth, BES
BRSO, DORBEBLTPAILE AL
HEHashs.

PTTM DR ZIIFEFEHMTHY, /2 B
BARSNEEIGETT A P LBWICEET 2
S kA, MR E U R P AT
& AL, FEREFERDPE B TLIIL D
b HSFRERIER CT T3 - Kigh Yo iRl
HikicmE. SR1A5hT, WEEER COH
LA REEIBEAFRD Sk v I bk KSR
ELTHITFonzY., Lil, EBIZIETHEE
fEDEAREEE, tree-in-bud B G HURBE L LT
HRXISITHhaY. TEADIS CHEEY
CT CERERENZWIE, WK vF757
4 TERARBE CCTe-MAA) BFRTIEE
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BWOFYNY b LHb, 7o/2L, Ml
Wy F 7574 kfiTTAILTELIIERY
HEFTL, EPAMETATEELTRRENL TV S
MO R ELET 5.
BEOBTSIFIEETHLI LS, 3L
AEBEBICL VB ENS, EFOREBEHED
HiEL LT CT #4 KM%, BWESETHA
B, B RS L oMEYe Y i
TIXAFEF O X 5 12 Swan-Ganz (SG) #7—F
NTOEFIHMBEE TOBMOREFEIND X
JThoTERY, UL, PITM ICB W ThHiMm
BRI T AR EIES TH D, Herbay
LhMERTHEMENZD b EVEEIY
PITM #FELTH vk LTwaY, F72, SG
HF—F VTR E T 594, WERWIZE
Al At 5 2 & T 5 220 ISR £ A
LT T2 LB ETH L. FEHFTIIHE
BB AT 2 AL D o P O B SA 2 W IL
biado AR, MRBOBRSLEFE
EE IRV 53N

PTTM OEFEICEL TR, EEMRD LI
Bk~ a7y — 0B85 PDGF B ICHE L
BSLTWaE0ENH LY, HECMLT
E—EORBEE LR TRV, PDGF 2%
FEoFoyryFF—YHEFETHS imatinib 5°
PTTM 2B W CIsp L E & bEIIR ) &7 ) » 7
EHGRES ) ZWEEESRBER TV RY, k7
L, #EEIC imatinb (2 L A I CRG 2 THH
Szl EbD T R, B
DFHRE IS CEDbhbRAEEZED
Tl d, SHBEALLIMHAILETHLEER
Bize, Bz T, FERERE L TOERREEH
B Taar b EELETH D, LENE)
BEARARSNIERAR TR BERICHT 5%
FIEA L BT, AERNCE LTI
SEPREERY R, EREERICE (LR
BEEWT T AN TERP LD HGTE
Lhol—HBTHILLELLBNT,

TED

E{g ERBA BT R L, BEIFE L
PTTM @ 1 2B L 722, PTTM REERM &5

W, BRI R THL I 2 s, R
FEBWTRELPRA ST 2 LR
SEINIHT LI EAEETH S, imatinid A
ERIH L TR TN H LAY, FHRE LY
B ALETHD.

X om

1) Von Herbay A, Illes A, Waldherr R, et al ¢ Pulmonary
Tumer Thrombotic maicroangiopathy with Pulmonary
Hypertension. Cancer 66 © 587-592, 1990

2) Ogawa A, Yamadori I, Matsubara O, et al * Pulmonary
Tumor Thrombotic Microangiopathy with Circulatory
Failure Treated with Imatinib. Infern Med 52 @ 1927-
1930, 2013

3} EEEA, BE % RRIREEERE  BRELE
MR ROBGZICowT. BNEBAEE 3 2 1260-1278,
1993

4y B &, RNEE:ERIHESE RLHFALILLDE
pulmonary tumor thrombotic microangiopathy . &R A
SESEAT T (2) 1 128-129, 2000

5) M ES SR R O CHEFEHH, M BaEmER
L O %5 L A23LEE 9 pulmonary tumor thrombotic
microangiopathy @ 1 W ¥ P, HFFEEE 1 526-530,
2012
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Ft vy O L, LIS LS pulmonary
turnor thrombotic microangiopathy @ 1 %1, Modem
Physician 32 Fi : 78-80. 2012
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7z &' = 7z pulmonary temor thrombotic microangiopathy
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tumor thrombotic microangiopathy 1= X 5 S FHEA
252, M} vascular endothelial growth factor D

OEAARDHIEYAD LB, HREREE 49
{(12) : 290-896, 2011

9) FHEAR, BEET, BEHLE B pulmonary
turnor thtombetic micreangiopathy {PTTM) DEHE,
W{R3 X ORESE IS E. BRREM 54 (1) £ 2732,
2009

10} Roberts XE, Hamele-Bena T, Sagi A, et al ¢ Pulmonary
Tumor Embolism ; A Review of the Literature. Am J
Med 115 © 228-232, 2003

11) Miyano §, lzumi S, Takeda Y, et af : Pulmonary mmar
thrombotic microangiopathy. J of elin Oncology 25°
597-559, 2007
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FERARCTBE L 27 pelmonary thrombotic
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: A novel channelopathy in pulmonary arterial hypertension.

& Ma L, etal: N Engl J Med 369: 351-361, 2013
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EF}%?EF i B I E (PAH}@%@ (3% %
ToaHh, TO—BICREEDDDOHEET
4. Bone morphogensatic protein receptor
type I (BMPRZ2) B F# 2 E REMPAH
(FRPAH)BE DR 70%(CEH DN, HFEE
PAH{IPAH)BEICBWVLWTEBI0 ~28%ICE
EHFEOEND, O0MICE, BEEHDIE
F Hf 0 B 4628 OO R B & 73 B activin recep-
tor-like kinase 1{ALK1) “Pendoglin (ENG)
BEFEEILL>THPAHIEIRIELD ., F
=, ¥ T4 ® % HFmothers against deca-

ﬁ%kf&

pentaplegic homologue S(SMADS) tca-
veolin 1{CAV1 ) EEFEESDI/FPAHESEC
&‘L‘s"‘ﬁéfbéé’i%i&b‘%‘% —75 T, FRAH

FEOHEOWIIBWTEECTFEESBED
ﬂ?u?{:ﬁiﬁ FTLT, SEHOMATIE, FRPAH
DORFOELIV/—LESREFRT TIHLWL
PAHORESECTFOEEETL, TOEEGTF
EEMIOVFPAHOEBREICBVTHEDL SN
HIE, TolEFvRIVOEBERRDELT
EEEOCLE.

Bl—ZRJRAT PAW&‘E%EL;RE}\@%%
DWTEBTGFERZT . CNoDEECS
WTETTICPAHOREEETCFLUTEET
NT L AHBMPR2, ALKT, ENG, SMADS,
CAVIOZEZEEZRADHED oL, BADDES
AIDOWTCEISYV—LAERGRERET -

A, potassium channel subfamily K,
"@emb@r SKONKS) B FOERDFH I
BDbolc. LT, KONKSICDWTIEHER
EOBEEZENDCH, SERROMEsGED
FERFDAVIN—DDSE, BIFLSEETD 2
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