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(Antiphospholipid syndrome)
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Antiphospholipid syndrome (APS) Lunguainsniinniznasaidengaaniitasaind
autoantibody ¢a phospholipid L8z phospholipid binding protein Iﬂﬁmiqmﬁs vialenalu
A o A ' A A A A Al & 1) o @
WRDALRDAMITINULALTIEA NAaALRaALAY BaaaLiaarHas uazvaaaliaan liaessn’ §nIu
migaaulunasaiieadfinudasNgafau3iaman (deep vein thrombosis of lower extremities)
0199:WUINNUMIYAAUVDINABALREALAINLEA (pulmonary embolism) EIUNADALADALAS
dunibindnisgaduLionnigafa cerebral artery wanINuuInIzUNINToUNIgAMFAT

@ AMemsnlasluasss MIuiiLas MInaaanawMRUALAzATIALT WAL
mMInumMuunenNlauTnnmIdnsaeIny APS luudvasnendiiia anwsue
M InenaBnfgmanTv lUisuwIneansifiaae catastrophic APS, seronegative APS Uaz
LNINIL 29N BlazMITNET APS 284 International Congress on Antiphospholipid Antibodies
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?.¢.1906 Wassermann LLazﬂmz(2) lamsnunmsamany antiphospholipid antibody
(@PL) 1luassusn G'f}ommmﬁ']ﬂﬁﬁ%m@iamsﬁaﬁ'@mmnné”wwftaﬁ‘ﬂm”a wazwu aPL lu
Wmammaaﬁjﬂwkﬂ%ﬂﬁa @iamLLauﬁLauﬂ"‘dndnvlﬁ?umiﬁgmﬁhLflu cardiolipin Gatiln
Waslwadanwuanluwitllanauess® aulddmamandinsanaietislunisitesslsn
ZfasAa VDRL (Venereal Disease Research Laboratory) liansasiaiaaaiiadansaslsa
FRAR NN L wudﬂu%ﬂm Systemic Lupus Erythematosus (SLE) AWan13nansad
Wuwnaelesflifensusaiofimianafugulsndfaanuimamsasadusu® wauan
maﬁﬁ@%u‘fmﬂuwamﬂms cross reactivity e%319 aPL NU cardiolipin %ﬂﬁﬂu%ﬁﬂu
wauflanway VDRL test”
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A./.1952 Conley uaz Hartmann lémeaumiasanussdunsudidivesien
lunssanvasgihe SLE Taganiasnansangnigwmivhausaseslnade Dedeanlud
0./.1972 Feinstein LLae Rapaportm Vlﬁ@lgd%aﬁ’ﬁf‘:’h lupus anticoagulant (LA)

.¢.1983 lafinswanwmedfia immunoassay tweldlun1sasia  anticardiolipin
antibodies (aCL) Gsfiaalaannniinisasra VDRL?

Hughes” l&l##&nfina  antiphospholipid syndrome I@yﬂajuaﬂnﬂiﬂuaaiiﬂﬁa:ﬁ
2IMIUAZEIMILEAIDIszNauIY nzgaaulunaeaiian  mauialaslinmuaing
o IMmMIMszuulszam ndadeadusziuiiasnsmandusisunsinnudnauanues acL uas
@iam‘mdamm"lﬁ@%%an@ubmlmi’h Hughes syndrome Lﬁal,ﬂmﬁmﬁuﬁQﬁmmmnﬂ

7290 a..1990 leTnsdunulaunaiaasuas acL welflumssuny cardiolipin
IﬂLLWﬂmaﬁfuﬁa B2-glycoprotein | (B2-GPlI) \iJ% phospholipid-binding protein ﬁﬁ@‘lﬂ‘l’id S'Id%\')
nsnwoziawzfinulu acl lugils SLE w3a antiphospholipid syndrome lainulugthe
Tsndffansonmifaadng uazdiwuingd autoantibody fisuriy p2-GPI lagassdia anti
B2-GP!I antibody' "
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TIIAUVDY A.7.1990 Asherson LazATLS wm’wﬁgﬂ” asmfcjmﬁaﬁmiqm‘"ﬂumamﬁaﬂ
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Antiphospholipid Syndrome (SNAPS)
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ﬂ']iq@@lwul%%ﬂa@laﬁa@@h 100 A% WU aCL 3088z 24 LA T8z 4 E‘%’]%%&Jﬂ?']ﬁ\l’gﬂﬂlaﬂ aPL 1%
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uanIINUL aPL HIFUWUSAUMIFYEIMMING1Y (recurrent pregnancy loss) INMIANEA
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M3 1 UEAINIHINNTINRARY Antiphopholipid Syndrome atjuurluil 2006

Vascular thrombosis :
1. One or more documented episodes of arterial, venous, or small vessel thrombosis in any tissue
or organ. Thrombosis must be confirmed by objective validated criteria. For histopathologic
confirmation, thrombosis should be present without significant evidence of inflammation in the
vessel wall.
2. Pregnancy morbidity
2.1. One or more unexplained deaths of a morphologically normal fetus at or beyond the 10%
week of gestation, with normal fetal morphology documented by ultrasound or by direct
examination of the fetus, or

2.2. One or more premature birth of a morphologically normal neonate before the 34" week
of gestation because of (i) eclampsia or severe pre-eclampsia defined according to
standard definition, or (ii)recognized feature of placental insufficiency, or

2.3. Three or more unexplained consecutive spontaneous abortion before the 10" week of
gestation with maternal anatomic or hormone abnormalities and paternal and maternal
chromosome causes excluded.

1. Lupus anticoagulant (LAC) present in plasma, on two or more occasion at least 12 weeks
apart, detected according to the guidelines of the International Society on Thrombosis and
Haemostasis.

2. Anticardiolipin antibodies (aCL) on IgG or IgM isotype, or both in serum or plasma, present in
medium or high titers (i.e., >40 GPL or MPL, or > the 99" percentile), on two or more
occasions at least 12 weeks apart, measured by standardized ELISA.

3. Anti-B,-glycoprotein-1 antibody (anti-B,-GPI Ab) of 1gG or IgM isotype, or both in serum or
plasma (in titers > the 99" percentile), present on two or more occasions at least 12 weeks
apart, measured by standardized ELISA, according to recommended procedures.

Antiphospholipid Syndrome

utsaanidu 2 sfiade

1. Primary Antiphospholipid Syndrome #angaainisuazainisusaszas APS lauliiilsa
Susaney

N

Secondary Antiphospholipid Syndrome ﬁaﬂéwaﬂﬂﬂiLLa:aﬂﬂﬂiLLaﬂdmad APS lagwuin
fanwozaaslindusiudae Taun
2.1 lsamaszuupiidunu
- SLE ﬁmﬂﬂmmw:uugﬁﬁuﬁuﬁé’uw"’uﬁﬁu secondary APS mnﬁq@]
- Iiﬂguﬂ ¢un Rheumatoid arthritis, Sjogren’s syndrome, Scleroderma, Vasculitis,
Type 1 Diabetes Mellitus LLaz Crohn’s disease.
2.2 lsauzise
- TsaunSefinuanusunRnEny secondary APS laur
Hematologic malignancy: leukemia, lymphoma

Solid malignancy: lung cancer, ovarian cancer, cervix cancer LLa& prostate cancer
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2.3 &N
- AENBNWINENNUSAY  aPL  l@wn  oral contraceptives, procainamide,
phenothiazines, ethosuximide, phenytoin, quinine, chlorothiazide, hydralazine
Lae interferon-alpha.
2.4 M3fAaLTe
- miAadeaznzduliiiniiaiie aPL ldlaiawiz aCL andumnuf) molecular
mimicry uasulnaazlinuanmsuas APS dwsuiianguwusnu aPL laun HIV,

HCV, CMV, EBV, adenovirus, leptospira LLae leprosy

NYIDANKA
Untiaunquaimufialin APS Salinmuuida medudunssinandadonig
fauaedaw (1w nidada) gasluwwa (hasandanugngsluwand) uazandatonie
WugnITu (HANUFUWUSTL HLA-DR4, -DR7, -DR53)
Antiphospholipid antibodies (aPL)
nnnsfnludainaaasuazaeanased  wodinguanaanaidunaaInuaud-
a o > a 6 A a > o e a a a
vaddununeslWladevuiiwasnialusdulunaain mIuanuvaILauAIBLAzLaRALDE
(antigen-antibodies complex) finalUnszduliifinufizonene g anwan
Aa a A A A ° aaa o a A v .
aPL \fluduylulnayfusieniananansnfisonulisdunmssfialdun annexin
V, prothrombin, protein C, protein S Wazdus FINNINaFaNlUsauNITain B,GPI 1Tu
glycosylated polypeptide chain filsznausisniaezdily 326 @3 B,GPI dduilsznay 5
domains udazaudiznaudiunsaaziludszanns 60 @2 binding site vad B,GPI a:ayj’ﬁ
domain 71 5 %d‘ﬂ:aﬁluﬁluwaaiwaﬂ(ﬂﬁﬁﬂ‘i:@amﬁu cardiolipin, phosphatidylserine L&z
. . . 27
phosphatldyllnosﬂol( )
aPL  wufununniddemufanizgaaulunasaifion lasilla aPL  3uny
phospholipid binding protein Niatjuufiaisasiiaynaaaifaavziliifiensssdyyimmely
. . v v, v . . Ql &/
LIAR (cell signaling) ﬂi:@]ul%ﬁmiai’m transcription factor LWJYU% [nuclear factor KB
(NFKB) ez p38 mitogen-activated protein kinase (MAPK)] AR TULRAIaaNVaY tissue
factor UnHILTAALIAYRABALREA T3 tissue factor HadazthufAsenduladisnisudidavas
o v a o 28
Lﬁaﬂ‘n'ﬂmm@m'a:qwulumamﬁa@m’mm( )
nalnmufanzgadulunaaaiiaafiinunis aPL Usznaudsnatsnaln ldun
1. aPL azvhuffiSennuaadidoynaaaifealasduny 2GPI Naguuflisaduas
ﬁ]&ﬂiﬁ@j’ulﬁmaﬁﬁaﬁ;maamﬁa@agﬂuaﬂ’l’sz procoagulant LLae proinflammatory
2. aPL azvhlAfimstiiaue tissue factor uuﬁ’maaLﬁnaarl,ﬁaqmamﬁammﬂﬂu
& A & & o wa o ) A
lodinanndu yumanszduliiinnieine adhesion molecule, PGE, wazinis
o ¢ &
nadlolalasiinndu
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3. aPL 323UNU phospholipid binding proteins ﬁagumﬁmﬁa@m:@ﬂﬁmﬁ@
1 Qs &/
\RaaLmznduiwanniu

4. aPL 2zgUgINI=uInMIsansauidaa (fibrinolysis), protein C/S, annexin A5

FINANTENUADNITUIBNNTUTIAIVDILA DA

and hit

Complement
activation

Endothelial cells
Connective tissue
Smooth muscle

Tissue factor Erythrocyte
Cytokine

PGE, Q Leukocyte

Phospholipid binding protein @ Monocyte
Annexin A5

B,GPI i[E aPL

sUf 1 na"LﬂmSLﬁ@ma:aﬂm”ustaamﬁaﬂﬁmuma aPL (¥#107W4799n Meroni, pathogenesis of
u
(28)

antiphospholipid syndrome: understanding the antibodies. Nat. Rev. Rheumatol. 2011"")

f
Lo}
O Platelet
e
O
&

minizgl:uizuuvmuwﬁmuﬁ (complement activation)
v a 6 = A A o a a a
ﬂ’]iﬂi:(ﬂuisz‘.UﬂE]SJW?RLSJ‘LWILi‘juaﬂ%udﬂﬂvlﬂ‘ﬂﬁ’]ﬂrymadﬂ’]im@m’]’mq&]@mlmﬂaa@
A a =2 v & a a & A A &
Laamtaf‘.:ﬂ’]iﬁjty’l,ﬁﬂﬂ’]iﬂiu APS anmsdnmnlugainaasifuianauniuuaniasivlines
a ¢ o . (2931) , a o o & &
PYINDNNALUUATURAANLIN thrombogenic effect Uad aPL LIULAEINUNUABAIATIN
NUNAADUNRLNUG C3, C5 #38 C5a receptor #381@31 inhibitor of C3 convertase tia a3y
a v o \a a ¢ a & (32-34)
naa aPL Yl’]d%%’madil:vlwuﬂﬁ’azqmvLﬁilﬂ’l‘iﬂiuﬂiiﬂmﬂ"ﬂu
= o o .(35) ' o | aa a
NMIANILU VLD URNIVEY Shamonki Wmﬂmwaaaﬂ’awu aPL 4MIRZRNVDY
ABUNALNUG (C3b, C4d) agifivmas nslWumadanninguaiuguil il aPL atnsfitbdnty
' o | 36 o ' a
meﬂmiﬁﬂma’m‘i’]Umuaﬂmma{l Cavazzana"” navliwunisszanzainauniuudly
M Inuianiae primary APS

s =

= v ' v a (3 a o a
"D'Tﬂ‘lﬂa’]ﬂﬂ?iﬂﬂ‘]ﬂﬂi@ﬁ?ﬂﬂ’]ﬂ’]iﬂii@!%ﬂaNWﬁLN%@]Li‘juﬂﬂvLﬂY]ﬁ’]ﬂm ﬂﬂavlﬂ‘ﬂ%\‘i Ny

o

a

nadanenBiuiiavas APS lumufiannizgadulunasaifoauaznisgyiiomanluayad
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& ' v Aa A . oA Aa A '
NA NNIRNARINA MALAAA1IZ procoagulant %38 first hit To.dunznianuLFsse
m‘sqﬂ@l”wnaamaﬂLﬁa@LL@imiLﬁﬂma:q@d’ﬂwaamﬁ'a@ﬁfuﬁ‘hLﬁua:ﬁaaﬁama:ﬁmm’%ﬂﬁ
- e o a da L (37)
imsgadusunIaNzuNdT second hit

(38) ' A a [ A
WUIMRNIIENRY Lﬁﬁwl%uﬂ’]ilfﬂ@

INMIANENVAY Giron-Gonzalez JA LaTATAE
ma:qm‘"u’luma@Lﬁaﬂlupjﬂm APS leur miraauazmisldldiedanlwaduszoznaun
%é’uw”uﬁﬂ”umiaqﬂ@”ulumamﬁam‘h n’nzvl"uu”usl,ul,ﬁamgaLLazﬂawﬂmaﬁ@]qwzé’uw”uﬁﬂ”u
migaaulunasaiiaauas

msfedaiasfifiain second hit figdueimTia APS Inmsfnmues Fabio
Fischetti uazame’ wm"lLfia%w@aaaﬁ'm%wiﬂzm'ﬁﬁ@mi Lipopolysaccharide 9185
ehuﬂs:naumaawﬁf{iLsnaﬁl,mﬂﬁlf%ﬂLmiuawﬁwmaLﬁaqﬁﬁ’lﬁaa (Priming rats) l@sunsia
a3 aPL WA nasaldenuas naanntwdatinnaeaiianues Mesentary an¥N3ATI9
ALNATKA Video-photomicrographs WuiﬂﬁﬂﬂiqwﬁuLLaxwumi fibrinogen Fwamanlu
“RaALRaN

a a &1 [ A
ﬂﬂvLﬂ"IlE]\'iﬂq‘il,ﬂ@lﬂ']iizmwLﬁﬂﬂ’ﬁﬂiuﬂiiﬂwqu'ﬂqﬁ aPL @1\331]7] 2

Umbilical cord Induction of a proinflammatory phenotype

Anti-3,GPI antibodles react with decidual cﬁlls‘

Fetal
blood vessels

Intervillous space

Maternal Decl Trophoblasts
blood vessels

aPL may Induce placental thrombosis Antl},GPI antibodles react with trophoblasts
Monocyte, platelet, endothelial Inhibition of proliferation, differentiation;
cell activation; annexin A5 shield abnormality| Induction of apoptosis

51l 2 nalnvasmaiansgaionisnluassdnums aPL (#117wa197n Meroni, pathogenesis
u
(28)

of antiphospholipid syndrome: understanding the antibodies. Nat. Rev. Rheumatol. 2011"")

1. MizgaauvaIvaaaiianlun
aPL  fununsanlunmaifienaz  procoagulant Huwanenalnsanllils  aPL
. ° . A A ' A ¢ A
(lasiawiz anti-B,GPI) 923UNIUNIITUT annexin FaiaRavaguwinaadiiayinuss
. . . . . . 2L o o A o o o o
“aaaliaa annexin fa phopholipid binding protein Gsviwsnidusnsnuiiaaudearrinla

v A a L a [ o aaa a ' . o (2 . a
LﬁuLﬂa(ﬂ‘ﬂiﬂlelLﬂ@m']iq@@l% ﬂ']i“fl']ﬂgﬂiﬂ']ﬂ%i:ﬁ%')']\‘] aPL L& annexin i]Z‘Y]'lsL‘ﬁ annexin 1
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iwdavaguuinsadaatiinassuazimuiiauawaalWidauuAusasuazisanaiayjizen
uwismaaaiaaldunniun suvsyulasnIfnsdIoufiouySanm annexin A5 finsey
aguuﬁainmaa;‘?ﬂwﬁﬁ aPL Lﬁﬂﬂﬂ”ﬂinmad;‘?ﬂwﬁvl&iﬁ aPL wuiﬂmﬂmmjﬂwﬁﬁ aPL i
annexin A5 ﬁmﬁauuuﬁaﬁaﬂﬂdﬁmjuﬁhjﬁ aPL adnfitidan™” uazdududrunsdnm
mawm%ﬁ*nmLﬁaLiﬁ'smLﬁﬂuwm%amwmaﬁﬂslumjmjﬂm APS wunimsazauuad iWuTn
uwaznsgaaumplunsaaiianasn  (vilous vessels) mﬂndwn"uaa;jﬂayﬁﬁms@fomsﬁ
1n@ (physiologic pregnancy) aamﬁﬁfyﬁﬁﬂ”rg(“z)

2. NILIBNNIONLRU

mi@ﬁimﬁﬁﬁ%ﬂuﬁada'lﬁ'yﬂ’;maw;ai:wm proinflammatory e anti-inflammatory
mediators 1% APS 928in72 proinflammatory RNARLAZSANNFINBETUAIZUNSATBUNS
ganssw anndnsludainansilasyiinda aPL (IgG) L‘}TﬁvLﬂluLﬁaqﬁadﬁawamHﬁ
ﬂ%ﬂﬁfi{ ‘wm'm”aia'auium‘m’ﬁmimﬂgo"fuuazﬁmsﬁw proinflammatory mediators Lﬁ&l"ﬁu
\T tumor necrosis factor, chemokines' wazaNM3AN®I289 Martinez lefuaaslwidinin
aPL (IgG) anassnaliiianssmedivasdsouuszmadulatiluesss wallaviinuasd
sananvmIasramangsnavlinusnsaeftsuenisnssnisuagstaan?

3. anudaln@vadIn

mﬂamﬁgmﬁimﬂmmaa aPL  wuananazdsnaliiimisnisuuazmigadulu
waaadaafisniinduuds aPL Law:ﬁwﬂﬁﬁ%mhzlmaﬁ'mfﬁaﬁl,ﬁaqsnw%mo trophoblast
uaz decidual ¥inl#LAa cell injury Wae apoptosis uaﬂmnifuﬂ'dﬂ'usﬁmmﬂm”’mawma‘l,ﬁaqm
vilisniimaesyidvlatiuszanadonsligyifomsnluassfly™  snms@inslunsen
NAR8s FINTLAY trophoblast MIsURUIzWINg aPL (laglamnz anti-B,GPI ) uaz trophoblast
fnaviliifia cell injury LR apoptosis S’Juﬂg\‘m@miwam human chorionic gonadotropin
(hCG) asrnlisndnsutsdaanss™ uananiuginun aPL Guadanseidavasarsouds

47 ' 4 o | { o
“n wmnﬁaq‘[wwmgﬂmaaaﬂ’m APS N&HnTuH9

decidual NNNIANBIVEY Julia WAADME

a A v A% o
1uenImaziinIaaadvad complement reguratory protein DAF/CD55 Gafindinndasn
complement mediated cell lysis 81LFINANTENULUN AL MINIAIVBIAIB B UUALANTIN

YBINIAIATIA

ANHWHLNIIAFHN

MIVAaALRDAAARA

Lﬁummsﬁwuvl@i”ﬁaﬂﬁq@ T@m:wuinﬁﬂmsqm”uﬁmamﬁaw‘hmﬂﬂdmaaﬂ
\RBALAI INMIAN®IT8Y Cervera' ﬁﬂquﬂw APS 1,000 ﬂuwuh;&”ﬂwmﬁwmq:
'vmaﬂLﬁamﬁwﬁmqﬂﬁumﬂﬁqﬂﬁﬁaUa: 31.7 miq@ﬁ'uslumamﬁamuaa%’aﬂa: 13 nzdu

\Rangadulunasaiiaauaidaniasaz 9 (11197 2)
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A13197 2 Clinical features at disease onset in 1,000 patients with antiphospholipid syndromem)

Deep vein thrombosis 317 (31.7)
Thrombocytopenia 219 (21.9)
Livedo reticularis 204 (20.4)
Stroke 131 (13.1)
Superficial thrombophlebitis 91 (9.1)
Pulmonary embolism 90 (9.0)
Fetal loss 83 (8.3)
Transient ischemic attack 70 (7.0)
Hemolytic anemia 66 (6.6)
Skin ulcers 39 (3.9)
Epilepsy 34 (3.4)
Pseudovasculitic skin lesions 26 (2.6)
Myocardial infarction 28 (2.8)
Amaurosis fugax 28 (2.8)
Digital gangrene 19 (1.9)

aziuldiiensuazamuaaamindfinuas APS fiflaunnszuuluinime dnwus
figatyde miqﬂ@‘"umamaa@Lﬁa@ﬂg\‘maamﬁamﬁma:ma@Lﬁamma lagazfiaamsan
%aamﬁa@qm‘i’uﬁai’mzﬁu Lmem;uLLiaﬁazLmﬂ@mﬂ‘”uvl,ﬂ@%Lwiﬁaf;lmmmﬁm,ﬁ?w‘ﬁ"i@
snvmsfmanindemniededianufiaUnffisaiumaniessd  au magiamanlu
AT memansaiduladiluassd  waznazasididuie  (preeclampsia) ludu
RNTNAMTVEI APS MuszLUG 9 a1audeldeil

: 21mMINIsEuulseaINaInnatd

anwuAaUndmsszuudszanawnarsinulu APS da

sAnaanEonauaIuasn1IcauasIINEanTInT1I

foduomsugasfinutasuas APS wuidugngadnifasa: 20 maa;ﬂ”ﬂw
mamﬁa@auaaﬁﬁmqﬁam’h 45 1 sl,u;‘dl"ﬂ'm APS ﬁﬁmmsmaamamﬁa@auaaqmﬁmzﬁ
mqmﬁlﬂﬁaﬂﬂinjﬂwﬁ"ﬂﬂ ANNIAN®184 Antiphospholipid Antibodies and Stroke Study

)

48 vl A . . 4 a A o
Group( W‘]J'J']E‘]J'JEWW]TJ?]WU anticardiolipin ﬁﬂ?WNLﬁﬂGTﬂﬂﬂqiLﬂﬂWaaﬂLaa@aua\‘iq@@]%

Wiy 4.0 (95% CI; 3.0 to 5.5) Wiudanunansanszas LUMINAYY Ieuaaslwidiui
mwLémmaamnﬁ@kama@Lﬁa@auaaqm"’u’lupjﬂm SLE w#ananazduwuseny n1Igu
q‘v\%i JrazMMIG ARl SALTSIFUNUEAL aPL (aCL Uaz LA) OR 4.717 (1.675-13.158)

Sneddon’s syndrome

ﬁamjummiﬁﬁma@Lﬁaﬂauaaqmé’uimﬁu Livedo reticularis ¥nninsauaz 40"
madgﬂw Sneddon’s syndrome @333WL aPL LLa:;‘JTﬂw Sneddon’s syndrome ﬁﬁ aPL ¢
SUNUTNIUBINITN éuﬁﬂ,avlm%‘a%"auamﬁ@Lﬁaxﬂ@iﬂasmﬁﬁﬂﬁﬁﬂ”tyLﬁaLﬁﬂun‘“umjuﬁvlaiﬁ
aPL®™ gnsuonnmsmefiamitonulens livedo reticularis ua livedo Racemosca Wazainas
wWuarmshaeslsaunnenazionnivesnaeaiionsuasdszinas 10 4 anmsdnsnves

(52)

. : 2 & & v A ' = o
Fetoni LLRsAtbe W‘]J'J’]a']ﬂ']il,l,azaﬂﬁmz"ﬂa@ﬂ']i@li'ﬁ]Lﬂﬂ‘ﬁlﬁﬁl@?ﬂﬂﬂuLLNLVﬁaﬂvaW’]allaﬂslau
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;&”ﬂ'ss Sneddon’s syndrome Lﬁal,ﬁﬂuﬁ'mjfﬂw APS i luazdanudneni laofnsddin
28913AUERININATILAZWY lacunar infarct 11NN large vessel infarct
ormsthanasasiuas lunn
Lﬂummimaszuuﬂszm*ﬂﬁwuﬂaﬂlmjﬂm APS Cervera uazame™ lednmn
pjﬂw APS 1,000 A% wudwﬁpjﬂwﬁﬁauaz 20 fndrwaimsluingi agnalsienusadite
TaudsnuagnannluisesasnNuFuRnisznI19a1M I luNIULAE aPL WaNEWISETIBNW
Franmslunsuauwausnn LA waz aCL®™ luamefivnsnwiselinuanusunusnin™ >
0IMIMITzLULITamMan g Anuidanusanustu aPL leur transverse myelitis,

. . (58-59) . (60-61) . (62) " . . (63-66)
multiple sclerosis , seizure , movement disorder , cognitive impairment 1551

peripheral neuropathyW)

D aInNI1INgea

Lﬂummsﬁwﬂug}’ﬂ’m APs l¢3auaz 15 - 88> ;jﬂmmw:mﬁwmmi blurry vision,
transient diplopia, transient field loss, amaurosis fugax L8z photopsia.

mmsmdmmaag}”ﬂw APS m_iaaamﬂu

27N13N3 anterior chamber ﬁW‘LIVLGTLLﬁ conjuctival telangiectasia 730 conjuctival
microaneurysms, episcleritis, limbal keratitis LLa2 iritis(ﬁg)

87M1INN4 posterior chamber Wu'ldlasnin anterior chamber LA vitritis, retinal
detachment, posterior scleritis, branch or central retinal vein occlusion, bilateral choroidal
infarction, cilioretinal artery occlusion, venous tortuosity Wae retinal hemorrhages(eg)

mmiﬂ’mﬁﬂqﬂim’miﬁuﬁ monocular or bilateral transient visual loss, transient
visual field loss, ischemic optic neuropathy LLee progressive optic nerve atrophy(m)
: @IMIINIIH IV
fowtamamefiawiies W ldidunitdlwnosimsiiess APS adelsfianuans

71 a o A ' A
) AIMNMIINWNHIRINNNLULBUND

mefamsaduamannelddesdusuaudus 2as APS™”
livedo reticularis 82 skin ulcer

Livedo reticularis (LR)

L‘f]ummi“maﬁ'mﬁfaﬁwm_iasﬁq@] é’nwm:‘ﬁ'mwwuﬁa dark purple mottling reticular
pattern Lﬁm'mmiﬁmmuaa’uawaamﬁamu’mﬁmm:ﬂmaﬁ dermo-epidermal junction
wenaNtis LR geflenudunuiniuonmamessuutszam wu lunsw enmstnuaslse
nasaiiensues sunuiiueImImMeszuuwale 15w lsanseaiianlalsunslugie aps™"™
Livedo racemosa foAuEnanmaenitsingony LR snwusfinsiawuda striking violaceous
netlike pattern LALANAIHATINGIURIsansza T lauidr wuwussii RIRRNS TN
finasfianwos limisnauaslinsuas™ Senuguwusiu pathologic condition 3nnn LR

Skin ulcer and necrosis

(

vy v | v 1% 17) «
W‘]JVL@WE]UNZ 5.5 ?laﬂﬁdlhﬁ APS LLﬂ$WULﬂ%ﬂ']ﬂ7§LL§ﬂ“ﬂaﬁIﬁﬂvLﬂﬁﬂiaﬂﬂx 4 ) [NW T
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284 ulcerlit APS @a painful, chronic, recurrent SAWUNZBWN Winkazwn uSmduiny lawn
le WY WUHINLAZE1238NIZANN 9N LA LU catastrophic APS ansaAsnIInenNsinen
. . 75 % o
wuidli noninflammatory thrombosis of dermal vessels'”  wnawIBTILazNNIzRFOUNALTH
U UaTINA1IVBILKE skin ulcer FAMVFNWKIAU aCL An1ITuwiITauas 43 19
o | A o X oA 76
Eﬂasmmmgmmnmmiaiawm( )
A A v A
a1M39u g Anuldun (a9n 3)

M5WN 3 1M INIAIMIIAL Y lu antiphospholipid syndrome

e Sneddon’s syndrome

e Necrotizing vasculitis

o Livedoid vasculitis

e Cutaneous gangrene

o Superficial thrombophlebitis

e Pseudovasculitic lesions: Nodules, papules, pustules, palmar—plantar erythema
e Subungual bleeding

D annIng szuufaﬁm

o | A

nmsdnluadaauddagiugie primary APS 4

U

Manndaiandooas 30 - 46
Autoimmune hemolytic anemia (AIHA) 9882 4 LATWU EVAN syndrome Touas 10(77'79) 1N
Euro-Phospholipid project Lﬁuiaylmjﬂw primary Was secondary APS 1,000 A% WUN1E
mé’mﬁa@@%ﬁaﬂa: 29.6 LAzWL AIHA %ﬂﬂﬂz 9.7(53) lummzlﬁmﬁumﬂmimmw;jﬂ’sUﬁm
@8 Idiopathic thrombocytopenic purpura (ITP) 742 A% WUIN@IIINU aPL 1@3auaz 25 -
67(80) 1)

Y £y 8 ! {
nmsansuuylutionth 5 Juas Reyhan' wuhiihe ITP fevawy aPL
Y

thrombosis-free survival 71 5 1 (Fawaz 39) ﬁamhn&iwﬁmaﬂﬂwu aPL (F9uaz 97) 883
wadAy ﬂ%ﬁgﬁuﬂ‘ﬂ&immna"l,ﬂmadma:mﬁcﬂLﬁ'am‘%ﬂ NNMIANB1VEI Khamashta' WU
waztdunaan aPL mediated platelet destruction

- aamnwszvwilauaznasnidon

wensanniiawialans vegetation #3a thickening LwarmImeszuusalatinu
ﬂauﬁq@“uaa Aps® wuwm%amwﬁ?;uﬁ’ﬂﬁ]vlmﬁaﬂaﬂﬁqmadmmLﬂu?;u%”ﬂmaaaﬁﬂuaz
fanusunNusny aPL uazlsa SLE ﬁ]'mmiﬁﬂmd’m’l,mvjwm'ﬂugﬂ'sal SLE Aflwensanind
suialamsrany aPL ldsaudsosas 14 - 86° lunmenauiunsfineues Khamashta uas
A wudﬂug&?ﬂw SLE 1§ aPL @379WU vegetation $agaz 16 WU mitral regurgitation
Jauaz 38 gom’ijﬂwﬁvl&iﬁ aPL (38882 1.2 Uaz 12 aUE1aL)

pimsmeszuuwaladug  Awoluarsldun lsanasaidealalsw’s nzenudu
'vma@Lﬁaﬂﬂamgmm:ﬁmﬁa@luﬁ'ﬂa

: 21mInwszuvla

\iAAINNNIEAAUBILFUIRDALAILALA YA ) T l6ilri renal artery stenosis/
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thrombosis, renal infarction, renal vein thrombosis, small vessel vaso-occlusive nephropathy
%38 antiphospholipid nephropathy (APSN)

antiphospholipid nephropathy (APSN) famsddityfa fanuaulafiags Tséush
Tudasneniadasnandudeauszmsiousaslaaass APSN wuldvisln primary uas
secondary APS %mmmiﬁﬂmlu;ﬂ’ﬂm SLE flugiuinnnmiamangnsamwduwiialanuin
1 1w 3 9§ glomerulonephritis 3zasINLNENTaEMNVEs APSN Taudae® APSN §
ANMNFNNUSAL aCL Uaz LA wazhiawdu poor prognostic factor ﬁﬁm”tyﬁﬂﬁﬁmiﬁwmmm
lasaas nmzanuanlafiogauuss Tuseusaludasmnzi3oss severe lupus nephritis uazMy
Vl,aj@]auauawian'ls%'nm@”’sﬂmn@gﬁ@‘fwﬁuamaﬁﬁfﬁﬁ%’]ﬂ“’anLfiaLﬁwn”uanQﬂazJ SLE 7l
APSN® i fainzasaitelansnFanndinuleits  Thrombotic microangiopathy (TMA),
fibrous intimal hyperplasia of interlobar arteries LLas cortical atrophy %oﬁ‘ﬂwmm@dﬂdnwﬂﬁ'
luiiﬂﬁﬁmwﬁ@ﬁﬂﬁmadLﬁuLﬁaﬂgu6] (vasculopathy) %% thrombotic thrombocytopenic
purpura, hemolytic uremic syndrome, scleroderma renal crisis, malignant hypertension,
azaTIAduRmazaInMslen  cyclosporine ﬂ”{llfusl,u;gﬂamﬁwm%amwmﬂ%mﬁavl@
§988 APSN 370NUATIAWY aPL mnmnmm@ﬁuﬂ Piwensanwaseaisiuaanlyhoud

aa o 84
az3fiasn APSN®

Catastrophic APS
Lﬂugﬂuuuﬁjlmmﬁqmao APS 1l3znaueagy
1. a’i’mmmﬂd’sumaaiwmﬁﬁ'muﬁwmmw%”auﬁ'w’ﬁaLﬁm‘irulumoiwzl,’;magu6]
2. ansoenneBinousasliiduihiingedulunsaaiiaasmaian
3. HAMIATIANIWaIlfiian1swy aPL (LA, aCL w3a p2GPI) ™
lumanTUfidmsafiads Catastrophic APS wudeudradudawitasniiasy
WaBag N LALITas wu nMIeTany aPL envendunatinasldinnmzntadensams
lrndunmsudssrvaaton LLa:Lﬂuwaaumq"l,@i”mﬂslumal,mﬂﬁﬁmiq@m”udfuwé'u wonaNiK
APS \lwRpanitslunsiiesousnlsauasniaz Acute thrombotic microangiopathy dewu'lel
lunanalsaigu thrombotic thrombocytopenic purpura (TTP), hemolytic uremic syndrome
(HUS), HELLP (hemolysis, elevated liver enzymes, low platelets) syndrome LLas disseminated
intravascular coagulation (DIC)(SQ)
13th International Congress on aPL in Galveston, Texas, USA, in 2010 leaai
wwamslunsifads ApslagldRasanfauiyuiisdgdaumsitedodai™
1. fdseI@mifiane APS w3ail persistent aPL-positivity analnesiuad Sapporo
APS classification criteria’ w3l win@1wld Algorithm A uaeld Algorithms B
uaz C Lﬁaﬁmiqm‘”ﬂu%aa@]Lﬁawmm:umwi"l,ajﬁﬂi:i'ﬁmﬁﬁad'ﬂ APS %38

i persistent aPL -positivity
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2. finsgaduvainaaaiiaaunnimiawinniy 3 atizmelu 1 dleviniala ud
athdlafianumindnisgaduseswaeaiiion 2 alblzaw1Inidady  probable
APS @814 micro -thrombosis wa persistent aPL - positivity

3. ANaNIIATIINIIWLNTNY micro - thrombosis

4. ﬁ'mm@;ﬁ'wﬁ'mmina%mmm*sq@@?’umamaa@tﬁa@"[ﬁﬁahi WA gENNIEALAL
ﬂ’nmﬁmmaamiaﬁﬁumamaa@Lﬁamvlﬁlfﬁu postoperative period, thrombotic
microangiopathies, infection with or without sepsis, DIC 82 heparin-induced

thrombocytopenia

Algorithm A.

Catastrophic antiphospholipid syndrome (APS) diagnosis in patients with history of APS or
persistent antiphospholipid antibody (aPL)-positivity

History of APS or aPL-positivity Based
on the Updated Sapporo Criteria

¥ ¥

Yes No D — ’ Go to Algoritm B

=3 organ new thrombosis in less than a week ‘

. -

Yes | No but 2 organ new thrombosis |
| Micro-thrombosis with Biopsy | l Micro-thrombosis with Biopsy |

' ' ! '

i ey .k

Definite Probable No CAPS
CAPS CAPS

(ﬂ“’mu/mmmn Doruk Erkan. Catastrophic antiphospholipid syndrome: Updated diagnostic algorithms.
(89)

Autoimmunity Reviews 10 (2010) )
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Algorithm B.

Catastrophic antiphospholipid syndrome (APS) diagnosis in patients without history of APS

or persistent antiphospholipid antibody (aPL)-positivity.

"Positive aPL" * based on the guidelines of the updated Sapporo APS classification
criteria

"Positive aPL" **twice 12 weeks apart

=3 organ new thrombosis in
less than a week » Nebut2organ new
thrombosis —*  Goto Algoritm B

Yes

Positive aPL* l

I | Other Explanation?

! 1 v
Yes No Yes
Micro-thrombosis with Biopsy l | Micro-thrombosis with Biopsy |
No |=—#» No CAPS
A
Positive aPL** Positive aPL** Positive aPL** /
Yes | No Yes | No Yes No | /
Definite Probable No CAPS Probable
CAPS CAPS CAPS

! 4 |

| Reassessment of aPL

(ﬂ”ﬂul/mmmn Doruk Erkan. Catastrophic antiphospholipid syndrome: Updated diagnostic algorithms.
(89)

Autoimmunity Reviews 10 (2010) )
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Algorithm C.

Catastrophic antiphospholipid syndrome (APS) diagnosis in patients without history of APS

or persistent aPL-positivity (continued).

"Positive aPL" * based on the guidelines of the updated Sappora APS classification

criteria 2006'”

"Positive aPL" **twice 12 weeks apart

23 organ new thrombosis
in less than aweek

| Mo but 2 organ new thrombosis |

b

| Positive aPL* |—'{ No |—-|

Other Explanation? |

Yes

‘ Micro-thrombosis with Biopsy |

Yes

o=

Positive aPL™*

| Micro-thrombosis with Biopsy I

Positive aPL** | Positive apL** | [ ves | [ no |
|st | ‘ No | [ No CAPS |
Probable ‘ No APS I No CAPS
cAPS

Reassessment of aPL

(@V@Ltﬂmmmn Doruk Erkan. Catastrophic antiphospholipid syndrome: Updated diagnostic algorithms.

(89)

Autoimmunity Reviews 10 (2010))

a a H > q? 4
ANMNAAUNALNSINUNIIAIATIA

o o ' =] a . a A A o <,
Lﬂ%a']ﬂ']iaflﬂfyaﬂ']dﬁu\jmad APS LLa:af]ﬂfliﬂW‘Uuaﬂﬂq@]ﬂa Nﬂ’]iLLﬂ\‘iH@]i@NLL@] 3

< & . . 4 o a @ ' o 1
assiuly (recurrent miscarriage) @aludszmnialdanifainstoss: 1 udlugihe APS

vy 90-91
wu'ldsasaz 10 - 15"

PNNMIANFILDLMNTUATIZALTI8A1Y (metaanalysis) WUINNNT

gFamMInluayiingd 13 dlanf (late recurrent fetal loss) FWNUTALNIATIINY LA (OR:

7.79; 95%CI: 2.3-26.45) LLaz moderate to high titer aCL (IgG) (OR: 4.48; 95%CI: 2.96-7.40)
wa linLaMUFUNRUTTL anti B,GPI (IgG) (OR: 2.12; 95%Cl: 0.69-6.53)"" uananiu aPL

gﬁLﬁ&lﬂ’J’]&lLﬁ&l\‘madﬂ’]iLﬁ@]ﬂ’J’]&lﬂquaﬁ@]Q\‘lﬁLﬁ@]’ﬂ’mﬂ’]i@t‘lﬂﬁﬁ (pregnancy induce hypertension)

& A . o A
uazasIALduNy (preeclampsia) @39139N 4
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A5197 4 Complications of the antiphospholipid syndrome in pregnancy(gs)

Maternal * Thrombosis — venous, arterial or capillary
e Early-onset preeclampsia/eclampsia
e HELLP syndrome
Fetal » Recurrent fetal loss
» Small-for-gestational-age fetus or fetal growth restriction
e Preterm delivery
 Intrauterine fetal death/stillbirth

: nsgandenisnluased

Lﬂumammﬂ%auﬁwuﬂaUﬁqﬂiumqLLSﬂmmmmgamiﬁ Wunaananuialnd
Pa9TNUaLITULLEaNNELIIN Tasanusinuiszning aPL waznIgRonIInluasItaz
ﬁ'@Laufmﬁmﬁwﬁ'smnmqmsﬁ 10 dlansk uena Nt aPL S3sanalwiAanizmsnlad
luassfande  amzunsndenlugiwsiveinsasasifae  mimuesaanianisiialidn
(still birth) sﬁamm@;mu’lmqjLﬁmrminaaﬂm”'sriauﬁmm (placental abruption)(g4)

: ANILUNINTOUADNIITA

UnfudamsnsnsssussnmenasnssalunsfinalifiemudsimeadaninodeuUnd
(hypercoagulable states) Sl,umjjmgaﬂﬁﬁa:ﬁﬂzaaﬁ' b N udsarvasdeniniugu activated
protein C resistance Wa plasminogen activator inhibitors TNVINIAAEIVBY protein S
wanaNiu myverwazasueaninlinsivaisuseadealudadinmuiadmaliife
m’szq@@”uiu%aamﬁa@mﬂ"fu(%) Iu%tﬁ\m&dﬂﬁﬁﬁﬁ aPL dhoudrazdenufisniznasa
Lﬁa@@‘i']q@ﬁ'umnifu I@ﬁmmL?J'mL‘ﬁ'u%u@aaﬂmsmzdﬂﬁﬁl,l,a:qu“@mmigdq@ﬁvl,mu'lmnﬂ
P0IMININTI

WONANUUMIATIAIWY aPL ﬁ):Lﬁ&JmmL?fmmaamil,ﬁ@mw@”uiaﬁmgdi:mwma
fansIusznzassfiduisy manmInuninagioduszuy (systematic review) dagn
aCL 1waseiFosnasnsifia preeclampsia (OR: 2.73; 95%CI: 1.65-4.51)"" \duLfienniuiy

HELLP ﬁﬁmmwﬂﬁﬂamluﬁﬂm APS 1azanaaziiuaimsinved APS e

N19M329% antiphospholipid antibody N19%a9lfjiinns

aPL 1ilunguwes autoantibody %dﬁ?ﬂﬁﬁ%ﬂ’lﬂvu phospholipid binding protein ¥ang
TUA G‘I:jidmﬁ]@l‘nﬂml lupus anticoagulant lagandanannsuad prolongation of in vitro
clotting test %30 anticardiolipin test LLaz antiBzGPI Ab §183% Enzyme-linked immunosorbent
assay (ELISA)

1. Lupus anticoagulant (LA) @as3é1u phospholipid GsvinwiAgusamsyinnuas
phospholipid lHlunszuiwmsudsirmasdaaleafidanisanasansasinanssfia lonanns
373284 intrinsic pathway L4 kaolin clotting time (KCT), diluted partial thromboplastin time
(DPTT) LazN13A329U8d common pathway L% dilute Russell viper venom test (DRVVT)
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Wudu dmsfinedn LA fivnld KCT g1y LA vl DRWT snaduanazaanin®™ Taw
onnvzliuafaUnfiReswitansaunninniledsale %uﬁ’umwvbmaa’?‘ﬁ'ﬁl‘ﬁua:mm‘gumd
Pa9a3eH saiuwmnlimIasa 2 SERawsnnseTesstwasRuanehuasmIasa §wmis
duaaunsasa LAY G 4 dunoussit
1. MIATIAANTEY  ATIINITUTIAIVBILREANLINAANNIUDIAIVDILR DAL W T
NaUn@

2. mMIavaduwdwindn inhibitor Imwauwmam;&’ﬂ'smmz"naaﬂuﬂﬂﬁuﬁamwnw
uwisves 1HoadnAss (mixing test) Wundenmsudssrvasdanswnialnd
LELAN

3. mIasafus (confirmatory test) lagvnmsamaluiud 1 $18na3s lasmsidin

phospholipids aslUannninéy azwuinuslansudsiveadoaifalndle

4. Factor assay afuduwinensudsaaveadoasnwwiadndlilaidunaan

mynadasomsudsmveadoansaidumssudasonsudsdrnandon (factor
deficiency 30 inhibitor)

NAZaIHIAIBNITUTIAIDaddanca LA test™”

Unfractionated heparin: heparin 9:3UM#MILIIa w0800 anavildnauInas
lelugithovene Tagasvnld aPTT flenomtuusziiionsrn mixing test axdinafiaund
LTULAY %ﬂﬁ]:twnﬁ’wjﬂwﬁﬁ aPL ldlagnsasia thrombin time (TT) flaeld3y heparin
2zl TT #1awn ﬂq:cnagﬁ'uﬁ LA test kit inga heparin neutralizers ¥nldaansnasaa LA lausd
Fl,ul,ﬁa@maa;jﬂmﬁ heparin Uuatjfiaszay 1U/mi™*"

Low molecular weight heparins (LMWH) #8439 ndasnidnmaldfianians nsana
aPTT azm’;ﬁ@ﬂnﬁ%%avl,mzé'uwwuﬁ’smq@ﬁmﬁ"lﬁ%’um aannidudesnsn LA test
lugﬂasﬁvlei”%'u LMWH ansasanewlesuenassgaly (trough level)

Warfarin 3:ixadan13asamsudiaivadiionda n15asna aPTT acdn@nlesn?
nUn@ianitas dRVVT 1aninUn@ mixing test gansoutlunsudsdvaadoatidaUna le

Fondaparinux fia synthetic pentasaccharide ﬁﬁaanqwﬁﬂu antithrombin wilauwny
heparin MiHadanN139373 dRVVT waz TT N33 aPTT azUn@nlesninuUndanias
LAY LMWH wasgunsinunanlesuen asiumnininduasdasnsia LA test lupjﬂ'ayﬁ
a3 Fondaparinux mmsnﬁau"L@T%’uma%n”@VLﬂ (trough level)

2. Anticardiolipin antibodies (aCL) uusauuiiauad immunoglobulin lur IgG,
IgA, IgM a2 1gG subclass1 - 4 19G 2 ﬁm’mﬁ'uw“’uﬁgiam’mL?}msl,un'mﬁwaamﬁa@q@@?’u
mﬂﬁq@ Tunsdifidn acL ﬁLﬂuwamﬂmiﬁ@L%Em:ﬁ]”uﬁ'uwaaIW'laﬂ@ﬁﬁﬂszqauI@ﬂmwﬁ
Eﬂﬁ 3 wulums@adenanesiiau SAas Epstein-Barr virus (EBV) human immunodeficiency
virus (HIV) uazanmislaivenuiriie sulwgazlisgunusnunsiionsaaiongacs ud

A [V ° aaa o A o o o 10
aPL finaliia APS aJ:‘Vl’]‘iJg]ﬂ‘imﬂU B,GPI 93UNY cardiolipin U plate( )
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Autoimmune antiphospholipid antibodies
Anti-B5-GPI
1 antibo%:ly
b Ib_"‘a h Bo-GPI
OB O OO\ /O N— Cardiolipin

L — Solid phase
(plastic well)

Infection-related antiphospholipid antibodies

Antiphospholipid
I b antibody
N £ N £\ [/ \—— cardiolipin

L — Solid phase
(plastic well)

gﬂ‘ﬁ 3 Antiphospholipid antibody determination by ELISA

3. Anti B,glycoprotein | Ab (B,GPI) B,GPI iulds@uludsunazdunsluanand
Uzgauigu wealwlada wudn B,-GPI azvimvifidu cofactor lay anticardiolipin 923UN
B,-GPI fauLa23481NNI09UAL cardiolipin %38 phospholipid @28 le ﬁﬂﬂg&miw”@umms

¥
7372311 anti B,GPl immunoassay 2%
o o o A o ' ) 102-103

LA zauWUsnuAIznaoaiangaduunnnit anti B,GPI uaz acLl"" qan
mMIfnsuuUMITeNzRi3eians (meta-analysis) iNawIANALAEBITBINIRAGUIURREA
Waadnlugihe SLE wudlugiaofifl LA uaz aCL § odd ratios iy 5.6 uaz 2.1

. o (104) = (103) ol da o a

AL uAzaINMIAn®Bas Pengo  luiihefiinsgadulunsaniian 618 au
wuanuFsaInzaaauliduiaaiusunusnunsl LA uaz anti B,GPI lanil odd
ratios 4.4 (Confidence Interval 1.5 - 13.3) was 2.9 (Confidence Interval 1.1 - 7.5) AN

' A LA X ' Ao o o A a ' a .
udaNuLRes liRndnaireivedaylunstinasiany aCL 1Wasad9L@e) odd ratio 1.2

& o . . o Y A a £
(95% Cl 0.5 - 2.7) LATHINATIINLNG 3 62 (Triple positivity) az¥inlanadsanudwllan
odd ratio 33.3 (95% CI 7.0 - 157.6) lusu aCL wu Ig titer g9azUWUSTILNITMABALREA
9aGuINNNTN titer 61 AMNIANBIMLUMITATIEAITIaANNY (meta-analysis) IWaR1AW

a @ A ° o ! aAa M oA oA A '

\wnsvasmigaaulunasaiaadlugiend  apL udlifaxmanwuhiidasifssdaniizea
o o | { a ' o o (105) o &
aulugiwffl LA, aCL uaz aCL pfia titer g9 13w 11, 1.6 uaz 3.2 wihanugan™™ dain
A . e . PN . =2 A2 A A a A
MIATIINL LA %38 triple positivity uaz aCL Tila titer Lunansfagedstaindieanulinsgen

a o & & _ (106)
ﬁ]:m@ﬂﬁq@]@mslwaa@l,aa@ (@l']i’lwﬂ“ﬂ 5)

M13197 5 High and low risk serological features in patients with antiphospholipid antibodies

High risk : LA positivity
Triple positivity (LA + aCL + anti B,GPI)
Isolated persistently positive aCL at medium-high titers
Low risk : Isolated, intermittently positive aCL or anti-b2-GPI at low-medium titers

* Only studied in patients with systemic lupus erythematosus
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ﬂ%@u”uﬁgﬂ'sm‘hmumnﬁﬁé’nwm:maﬂﬁﬁm‘hwawia APS udamalinudiens
avamarasl friGmaiten apPL lwnr el 3 5560 LA, anti B,GPI Ab uaz aCL

(IgG %38 IgM) McCarthy "L@ﬂﬁﬁﬁﬁmwjﬂwmjuﬁdnﬂu Senonegative Antiphospholipid

Syndrome (SN-APS)™ aghilsfimumyifiads SN - APS fadufinnifissiuagnsanniiasen

aPL-negative APS 813l ldannaLa gLt

1. mInTadeds LA uildnssuanasndunssusildiiossnwasanfiinanasie
Taildidu complete platelet - free(gg)

2. ;jﬂ'm APS 1143180TI9WL IgA isotype 849 aCL uaz anti B,GPI Ab ué liwy IgM
uae 1gG isotype(m)

3. Q’ﬂw APS vumwanall Ab daveslWladadng 1w phosphatidylserine,
phosphatidylethanolamine, phosphatidylinositol 33889 Ab ﬁiawmamiﬂiﬁusuﬂ
LB% prothrombin, protein c, protein s W&z placental anticoagulant protein s’ﬁﬂgj
sansnareldnead fiansialy

4. aCL w38 LA maa'cn:ﬁimwm‘%waw%a"l,ximmsnmmvl,@i”"ﬁ"amwﬂummzﬁﬁmiq@@?’u

(109) . L A
971N case series wmmg&ﬂ’m

lunaaaiiana1atiaaNn consumption process
ﬁiqu?uﬂﬁﬂﬁ@ﬁ?ﬁﬂﬂv‘lﬂ aPL lumm591ﬂ’]3ﬂ’]\1ﬂ§ﬁﬂLLa$1ﬁé’\7§]’]ﬂﬁ?’uLﬁaﬁ’]ﬂq§@ﬁ?"ﬂ
aPL Swuing positive seroconversion LLavaﬁ@l%%aQ/ﬂ’mmjuf:ﬁLﬂu “transient
SN-APS"WOMU

(112) .
WLIN

5. Y=aUUaY aPL aﬂaﬂu;ﬂ"ﬂw nephrotic syndrome PINMIANBV8Y Perez
lugfihe SLE 71 aPL \ilafloannIva4 nephrotic syndrome xilszal aPL aaad
=) A > l&’
waziinsgayLie aPL (IgG) NMsdaanzaniu

@ o ' @ v aAa o ° 113
"D']ﬂ"IJE]Hﬂ@dﬂﬂ']']“lﬂd@]uﬂﬂuﬂz')u"ﬂﬂﬂ SN - APS ﬂ')iﬂ']ﬁﬂﬁd( )

1. MIATI9 LA a3l platelet free - plasma lasldinadia ultracentrifugation LLas
plasma filtration

2. @379 IgA isotype 283 aCL uaz anti B,GPI Ab

3. 373 antibodies §8 phosphatidylserine, phosphatidic acid, phosphatidylinositol,
protein C, protein S was aPT

4. @319 aPL $18na397i 3 - 6 \Waunasnndnnizaadulunasaiian

5. dilsfisnavaimailsiussludaann:

N3IN® antiphospholipid syndrome

ANLWINIIVD 13th International Congress on Antiphospholipid Antibodies(me)




N 24 a10UN 2 L@aWLNBNU W.6.2556 | 85

M13197 6

American College of Chest Physicians grades of recommendation (@l“'@lullma’m Guyatt GH, et al)

(114)

1A
Strong recommendation
High-quality evidence

Desirable effects clearly
outweigh undesirable
effects, or vice versa

Consistent evidence from
RCTs without important
limitations, or exceptionally
strong evidence from
observational studies

Recommendation can
apply to most patients in
most circumstances

Further research is very
unlikely to change our
confidence in the
estimate effect

1B
Strong recommendation
Moderate-quality

Desirable effects clearly
outweigh undesirable
effects, or vice versa

Evidence from RCTs with
important limitations
(inconsistent results,

Recommendation can
apply to most patients in
most circumstances

Higher-quality research
may well have an
important impact on our

Strong recommendation
Low or very low-quality
evidence

outweigh undesirable
effects, or vice versa

one critical outcome from
observational studies,
case series, or from RCTs
with serious flaws or
indirect evidence

evidence methodological flaws, confidence in the estimate
indirect or imprecise), of effect and may change
or very strong evidence the estimate
from observational
studies

1C Desirable effects clearly |Evidence from at least Recommendation can Higher-quality research is

apply to most patients in
many circumstances

likely to have an
important impact on our
confidence in the estimate
of effect and may well
change the estimate

2A
Weak recommendation
High-quality evidence

Desirable effects closely
balanced with
undesirable effects

Consistent evidence from
RCTs without important
limitations, or exceptionally
strong evidence from
observational studies

The best action may
differ depending on
circumstances or patient
or society values

Further research is very
unlikely to change our
confidence in the estimate
of effect

2B
Weak recommendation
Moderate-quality

Desirable effects closely
balanced with
undesirable effects

Evidence from RCTs with
important limitations
(inconsistent results,

The best action may
differ depending on
circumstances or patient

Higher-quality research
may well have an
important impact on our

Weak recommendation
Low or very low-quality
evidence

balanced with
undesirable effects

one critical outcome from
observational studies,
case series, or from RCTs
with serious flaws or
indirect evidence

evidence methodological flaws, or society values confidence in the estimate
indirect or imprecise), of effect and may change
or very strong evidence the estimate
from observational
studies

2C Desirable effects closely |Evidence from at least Other alternatives may  |Higher-quality research is

be equally reasonable

likely to have an important
impact on our confidence
in the estimate of effect
and may well change the
estimate

1.1 muquﬂaﬁ‘mﬁmmﬁzuuﬁﬂ% LAZHRDALABNBENILATIATA LI

38n15Ujuan 9 [Ud sy aPL carriers

vaa

WA high - risk aPL

profile %%mﬁawulugﬂw SLE (Non - graded recommendation)

1.2 Lﬁaayﬂuma:ﬁﬁmwLﬁﬂaga@iamﬂﬁ@miq@ﬁu Wi MIEIAR M LNLaRaw I

WuszuznMUIRAI o uznAInRea Wit lAla3u thromboprophylaxis 1ag low

molecular weight heparin (1C recommendation)

2. Primary prophylaxis ?mffl'w SLE 714 aPL

2.1 A779729AANI8Y aPL ’Lu;&”ﬂw SLE asinsmaintaua (Non-graded recommendation)

Lﬁaomnlu;‘dj”ﬂw SLE 914 aPL ﬁ]:L'ﬁ&meL?{ﬂd@iammﬁ@mn:qﬂﬁﬂumamﬁa@

. v A o £ (11
fanaliiia organ damage LLa:ﬁamﬂmsmﬂgwu(

5)

2.2 unzin Primary prophy|axis1u;§ﬂm SLE #1# high - risk aPL profile @28 hydroxy-

chloroquine (1B recommendation) LLas low dose aspirin (2B recommendation)

AMNMINUNIKBENITUIZUY (systematic review) ﬁﬂmsl,u;gﬂm SLE

' . . . . o 116) o o
WU3N antimalarials # antithrombotic effects LLazaﬂamﬂmimﬂ‘lﬂ“ ) RIRIL




86 | MIEILInTauAz N ARTY

aspirin Laaﬁmiﬁﬂmﬁaﬁuagudflmmma@ thrombotic events Vl@TLfiaLﬁwﬁ'u
placebo IINMIANEUULE DURAIV89 Tekonidou uazame’ wudwsjﬂaﬂ SLE
n@;wﬁ'ﬁ aPL 3 thrombotic event (3a8az 20) mnniﬂnsjuﬁvl.&iﬁ aPL (30882 7.6;
P = 0.003) M3lA low dose aspirin Lae hydroxychloroquine a¢a® thrombotic
event 'le (HR per month 0.98, P = 0.05 W&z 0.99, P = 0.05 AN&AL) L
atndlsianulu APLASA studymg) ﬁwmiﬁﬂm@dmaamumjuLmzﬁﬂéjwmqu
wisuifisulugiae aPL carrier %a%ﬂ’mi’aﬂaz 65 \lugih SLE 'lé3u aspirin
81 mg Wiouny placebo mean follow up period 2.30 + 0.95 I Wy thrombotic
event LiLanenIn
3. Primary prophylaxis slunfja\l Asymptomatic aPL carriers (without SLE)

3.1 uueh Primary prophylaxis lu;ﬂ'ﬁﬁ aPL 323nudl high - risk aPL profile e
low dose aspirin I@Umw]:ﬂqlwﬁﬁmwmﬁimﬁuﬂ PINIANABALRAAAL
TIU678 (2C recommendation)

fagammLﬁlmmaamnﬁwaa@Lﬁa@q@@‘”ulumju asymptomatic aPL
carriers fvasuarmAnmaIna 1 laneawin N§a asymptomatic aPL carriers
famufeediuazain APLASA study’ ldvhmsfinsiBanasasunuguuasd
mjumuqmﬂ%‘ymﬁ ﬂulu;ﬁlﬂ’m asymptomatic aPL carriers 1U38ULfisi thrombotic
event imﬁwmjuﬁvlﬁ low dose aspirin NU placebo WU thrombotic event 4
LANEIN (2.75 dia 100 audal waz 0 da 100 audeld aws1aL) (hazard
ratio 1.04, 95%CIl 0.69 - 1.56) (P = 0.83) LLazluﬁjﬂwﬁﬁ thrombotic event
ﬁ'ﬂ'cn:ﬁmwLf}immaamnﬁwaamﬁa@qm‘fuﬁuﬁ] TINAILLTY mifguy‘m%i AN
@Tuiaﬁ@]gq IiﬂﬁauLLa:IiﬂgﬁLLvT@uLad aariusolaiuuztin Primary prophylaxis
luﬂﬁju Asymptomatic aPL carriers LL@iﬂiiN%ﬁmﬂuﬂiiuﬁﬁ high risk serology
wazmsafanuinsdusandisaisiasonidune g

4. Secondary thromboprophylaxis

4.1 LLu:ﬁﬂﬁmﬁﬂmﬁﬁﬁmiq@ﬁﬂuma@Lﬁaﬂ LAZATIANY aPL ud lainTu
mummeﬁmﬁﬁaﬁﬂLﬁuLﬁmﬁuﬁ’wﬂ”ﬂaﬂﬁﬁmiq@ﬁﬂumamﬁa@ﬁ"ﬁvlﬂ (1c
recommendation)

4.2 sl,utjﬂmﬁvl,ﬁ%'mﬁ%ﬁadfﬂ APS uuzthlilasuendumsudidrveaiaalasd
Lijmmmmamﬁ'ﬂmﬁa international normalized ratio (INR 2.0 - 3.0) (1B
recommendation)

INMIANBI89 Finazzi G\ and Crowther' " lé¥innnséinsigs
NANBILULFNUATINGUAIIQUIIIUABUWUTY high intensity warfarin (INR
3.0 - 4.5) lailéiwmitalunin conventional warfarin (INR 2.0 - 3.0) lun1stasnia

recurrent thrombosis L@l minor bleeding WWugInda mn‘zTagamsﬁnmuuu
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4.3

fauraIVad Khamashta wazams’ wuiﬂunéjuﬁvlﬁ%'u warfarin LazAIUAN
INR > 3.0 mmma@5mﬂmil,ﬁ<ﬂma:ﬂaa®Lﬁaﬂg@@]”usgﬂvlﬁmnnhﬂéiwmﬁ%“u
warfarin INR < 3.0 LLa:nsjuﬁvLﬁ%“u low dose aspirin 8 NARLEIAY (BAIINT
\Aaddoaudadiinty 0.013, 0.23 uaz 0.18 aud1aL) udinzunsndenda
\BemaanfiaUndindn 0.071 seaudad (95%CI: 0.047 - 0.102) NzunsNTou
ﬂgwmmﬁwfulu@ﬁﬁ INR > 3.0

Iu;jﬂ’sﬂ APS ﬁﬁmiq@ﬁu"nawsaamﬁammumzﬁﬂﬂﬁ%’u warfarin  lagd
whwangpesmIsnEnde INR > 3.0 nialdondumiudsdanasdeniiunuen
MULNAALREA (INR = 2.0 - 3.0) (Non - graded recommendation)

% @ . 123
ﬁ]'\ﬂﬂ']iﬁﬂ‘]ﬂﬂLL‘]J']JVL‘]Jm'N‘V\u']TaG Neville C( )

wudnfianisgadulu
= g/ 1 dld =) L =1 1 1 A o
v\aamaaﬂmsl,umgmmﬂimmmiqﬂ@mlumamaammqmﬂmwnqwaamaa@m
(13 vs.8 events) Previous arterial events i OR waIMILAA new arterial events =
10.4 anmInumineeaiuszuy (systematic review) wuiidihe APS 0f
arterial thrombosis Laz/%383 recurrent events ﬁmwmﬁmgwiamﬂﬁ@miqm‘fu
A s vl A = o A ° A
luﬁaa@Laa@mwsJWﬂﬂ’mdﬂm APS mﬂuumsq@@ﬂumamaa@m wazLie
WSsufisue INR mmuﬁ@msqm}”ﬂu%aa@Lﬁawﬁw ﬂﬁjuﬁﬁ INR > 3.0 W&?
= o o A A @ oA V] v o AN o L.
azdl recurrent rate dnfigaiiiaifiununguflalasunisihm nguile aspirin

' Vv o . 124
unznguilel warfarin (INR < 3.0)"*"

5. 928LIANYDINITING

5.1

5.2

luwfihenifiass APS  uuzthldndumaudidazesiealiaseadia (1C
recommendation)

(125) A A
WUMNURRDALRDA

mnmﬁnmﬁauwé’wm Khamashta Lazake
o ¥ P S . 9 a ¥ { ,
q@@uﬁmmﬂ“numdmﬂ%q@m warfarin I@ﬂamﬁmsl,ﬂ@smgaﬁsmlwma 6
LaauLLiﬂﬁﬁdﬁ]’lﬂ‘lﬁﬂqﬂm (1.30 thrombotic events per year) WWINIINTINS
A A a A A o < A
Iiﬂ%aamaa@]auaa‘nm@ﬁnnauLaa@]qmuluﬂs:mmmvl,ﬂ LLa:Iiﬂ‘Viaa@lLﬂa@]

o o A M v o 1 @ @ & o A Aa
@]']a‘@]@]%ﬂﬁf]a']l:%@!vl“vl@ LLu:u’l’J’lﬂ’Jﬂ‘ﬁEI’]@]’]%ﬂ’liLL%‘l@YJ’Ua\‘iLaEl(ﬂvl,ﬂ(ﬂaa@l’li’m

o
o o

muumﬂﬁ’m@Tmmmﬁo@ﬁ‘naaLﬁam:mmaﬁﬁoﬁwmﬂ?ﬁl&fﬁ’m@asJ APS 7
ﬁmiq@m‘“u’l,umaﬂl,ﬁa@ﬁam‘ﬁuﬁu
o | Aa o A ° <& P . . a ¥ oo
sl,mdmmwmiquamaamaa@mmaLum i low risk aPL profile uazdiiade
v da & & ° o o & o A A
nazduiiiadutinin wneh IR unsudidiaadiion 3 - 6 t@Hau (non -
graded recommendation)
@ A ° o Aa ¥ oo v da &
NNUNNWMNTINNANEWaALRAMaaawNTaTEnTzduNiadu
TIATNT LWL UWNTLDINIVBIRDA 3 - 6 LA Lwﬂuﬂsjumnwu not
persistent, low - medium titers aCL %38 anti - BZGPI ﬂ'&"l&iﬁﬁagaﬁ'mauiuﬁaa

VAIILULEINT ﬂ'lisl,ﬁlﬂ'lﬁ’]%ﬂ’]il,lﬂl{:\‘i FIUBILREA
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6. Refractory and difficult cases
lugiheninsonifiesndnsgadulunasaifeadny szan INR liasn Gnnz
\WaaaanIuLIInIalaNNLEuINasianIziAaaaaNTHLIY  IMIsnIMaEen (alternative

(116) &
NI U1

threrapies) 5%6] 11 low molecular weight heparin (LMWH), hydroxychloroquine
aﬂvl"uu”uslul,ﬁa@mju statins (Non - graded recommendation)

Untudsliddesylvasmsinsivmnzavdimivgiheniinegaaulunsaaiiandi o

@ [y @ & O § v & A [
wiazldmmumsudinivasifealusmanumunzgunaiionn  dnnikmaiandenisysu
g X P -
210 warfarin #5994 (target INR > 3.0) uditlsz@nSawd lilduand1sluanawaung aan
= (121) o 120V e. o .

MIANHIVEY Crowther  UazMIAN®MVEY Finazzi  toNIANBUTINARILULEILAZ
ﬁmjumuauLﬂ%'ﬁuLﬁﬂuﬂizﬁﬂfmwmiﬂa<1ﬁ’umil,ﬁﬂmiqﬂm‘“u‘l,umamﬁawﬁﬁi:ﬁiwmﬂﬁ
warfarin (INR 2.0 - 3.0) uaz (INR 3.1 - 4.0) wudwmﬂﬁwaamﬁaﬂqm”usﬁﬁvLaJmemﬁ’u
#3UM3lA low dose aspirin 3INAL warfarin 1NWITIMARaILULFUUALINGUAILAY

. . 126) A v & v .
(randomized controlled trial) w84 Okuma( ) NuaasliAuinmslasy low dose aspirin (100 mg)
70N warfarin (target INR: 2.0 - 3.0) dUsz@nsnnlumsdasnumsiialsanaaaiionanas
S A oA o L. A ' a Y A Av A A a o o o .
Franinguild aspirin iiBsatnade udddlidnuitbSoufsuiununisly warfarin
TR HRNtIR)

[ P23 o o | { a o

il LMWH ansazidudnnibimsinsmaidenludihsniiansgadulunaaaiian
S e W v i A 9 i (127) v & o =
Tl 1a30 warfarin luswafwancauudl Vargas-Hitos wazame  lavinnsdnmnuuy
Faundafeinumild’ LMwH luszezenaiedasnunisifianmsgadulunasaifaadnlugias
23 au N ldaunTanunie lkinauauadde warfarin lauadasuwunls LMWH wuindanns

Aa tﬂld&/ a ) 1 v ' v a £z = tﬂl
nendianatuamdulndniovnsdiniiiosas 87 UA9N19ABITTIINATLABIIUITRIVRY
heparin induced thrombocytopenia (HIT) LacNIzQnw
ar ] Aﬂ Q =3 Qs
ma@"lfnuuﬂgu statin ﬁQﬂﬁﬂadﬂuﬂ’l’JzLﬁaﬂLL"um’J (antithrombotic effect) 31N

128 ' . o & o o ' 4
29 WU fluvastatin JUEINITIVUNWILIAINI DNA mawna@iﬁa

MIAN128S Meroni LAZATAE
Unaaalioaus: NFKB Gouln transcription factor 189MI&3NS tissue factor ¥lATNNS
#LRUD tissue factor ﬁﬁwamﬁaqmamﬁa@ama statins £98AN198319 adhesive molecule
uuﬁaLmaﬁLﬁaqmamﬁamluﬁﬂw APS nmMsfnsues Jajuria wazams ‘ﬁﬂupﬂ’ﬂw
APS WUI#aINNLAIL fluvastatin 30 TULAZATIAIATLAL proinflammatory/prothrombotic
markers l@lLAi Vascular endothelial growth factor (VEGF), soluble tissue factor (sTF), tumor
necrosis factor-alpha (TNF - alpha), soluble intercellular adhesion molecule-1 (sICAM - 1),
sE - selectin (E - sel), C - reactive protein (CRP), and soluble vascular cell adhesion molecule
(SVCAM - 1) nuifiszauaaninadle fluvastatin dwsumath statin anlglunssnsngiae

APS 3684938 clinical trial WiNaNazuawHan1T N 60 b
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nmh;fd

Antiphospholipid syndrome Lﬂuiiﬂﬂ“ﬁﬁuﬂ”u@ia@umdﬁ@]ﬂﬂﬁ (autoimmune disease)

q

%ﬁ@ﬂﬁd lasd autoantibody @8 phospholipid L&z phospholipid binding protein fIKA bALAA
ﬂﬁﬂizsjulfﬁaa{l,ﬁaqmawﬁaﬂ Iuiuvlﬁnﬁuauﬂﬁ@Lﬁaﬂlﬁagjluamazﬁ'daLa‘%uiﬁl,ﬁ@miq@ﬁu
(procoagulant phase) uamrmifumsmmjl”uﬂauwﬁLuuﬁﬂiﬂﬁwmﬂﬁéwﬁglumﬂﬁ@miq@m”u
lunasaifaauaziianzunindaunsgaanaas mmimaﬂﬁﬁﬂﬁua;lj'ﬁ'mi'n,l,mi,wada's”ﬂ'sz
ﬁﬁm‘sqﬂﬁuua:wummﬁﬂﬂnamadmm&amiﬁlﬁ W msiiannzmInlatiluassd ans
uwityas nInseanawinuauazasIiidudis 13939931 antiphospholipid antibodies 1w
wosufansmanrUfaviall léun lupus anticoagulant anticardiolipin antibody ua anti
B2-glycoprotein | antibody 14s29 10 s nsAuny antiphospholipid antibodies 1#ai ¢
AANBAL 88149 lINANUNLINANTITIK antiphospholipid antibodies mdwmfum”a%ﬁm”mgﬂil,mlu
iy ilWAedymlunmdguanlllunmsitedunguiithentemadnldiy APS s
lidinmaimsiieseiiiasanaaliny antiphospholipid antibodies endhumsudsarvesdon
mﬁ@ﬁmﬂum%ﬁﬂlumﬁ'ﬂmi:ﬂ:maLﬁaﬁm’a:q@ﬁﬂwaamﬁa@ uazlh Primary prophylaxis
luﬁj‘ﬁ'ﬁ antiphospholipid  antibodies ﬁﬁmmLﬁﬂagaﬁamnﬁ@n’mq@@?’ﬂumamﬁa@éﬁsJ
woslWSuvnad 1u;§ﬂaUﬁ%’ﬂmmmﬁaLﬁ(ﬂmazmamﬁaﬂq@ﬁwgﬂ6] gaRNIANIAM TN
dpedmumuisdinaniealwswegamiasdumaudmvanioangulnt g wazmsli low
molecular weight heparin (LMWH) J¢82817 ﬁﬁ%%‘umluﬂﬁju statins %38 hydroxychloroquine
ﬂtﬂ'ﬂU”%L%"uUﬂmﬂmn"ﬁu’lum'ﬁ'ﬂm antiphospholipid syndrome Gsg9@nasaswiseluaman

A o A a
LWB@%UK%%LWNL@]N@]BVLﬂ

LN&E1TD19DY

1. Miyakis S, Lockshin MD, Atsumi T, Branch DW, Brey RL, Cervera R, et al. International consensus statement
on an update of the classification criteria for definite antiphospholipid syndrome (APS). J Thromb Haemost.
2006 Feb;4(2):295-306.

2. Wassermann A, Neisser A, Bruck C. Eine serodiagnostiche Reaktionbei Syphilis. Deutsche Med Wochenschr.
1906;32:745-6.

3. Pangborn M. A new serologically active phospholipid from beef heart. . Proc Soc Exp Biol Med. 1941;48:484-6.

4. Haserick JR, Long R. [Systemic lupus erythematosus preceded by false-positive serologic tests for syphilis:
presentation of five cases]. Ann Intern Med. 1952 Sep;37(3):559-65.

5. Koike T, Sueishi M, Funaki H. Anti-phospholipid antibodies and biological false positive serological test for
syphilis in patients with systemic lupus erythematosus. clin exp immuno. 1984;56:193-9.

6. Conley C, Hartmann R. A hemorrhagic disorder caused by circulating anticoagulants in patients with
disseminated lupus erythematosus. J Lab Clin Invest. 1952;31:621-2.

7.  Feinstein D, Rapaport S. Acquired inhibitors of blood coagulation. Prog Hemostas Thromb. 1972;1:75-95.

8. Harris EN, Gharavi AE, Boey ML, Patel BM, Mackworth-Young CG, Loizou S, et al. Anticardiolipin antibodies:
detection by radioimmunoassay and association with thrombosis in systemic lupus erythematosus. Lancet. 1983
Nov 26;2(8361):1211-4.

9.  Hughes GR. The Prosser-White oration 1983. Connective tissue disease and the skin. Clin Exp Dermatol. 1984
Nov;9(6):535-44.

10. Galli M, Comfurius P, Maassen C, Hemker HC, de Baets MH, van Breda-Vriesman PJ, et al. Anticardiolipin antibodies
(ACA\) directed not to cardiolipin but to a plasma protein cofactor. Lancet. 1990 Jun 30;335(8705):1544-7.

11.  McNeil HP, Simpson RJ, Chesterman CN, Krilis SA. Anti-phospholipid antibodies are directed against a
complex antigen that includes a lipid-binding inhibitor of coagulation: beta 2-glycoprotein | (apolipoprotein H).
Proc Natl Acad Sci U S A. 1990 Jun;87(11):4120-4.




90 | MIFIlInTauaz N AaTY

12.

13.
14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

Hunt JE, McNeil HP, Morgan GJ, Crameri RM, Krilis SA. A phospholipid-beta 2-glycoprotein | complex is an antigen for
anticardiolipin antibodies occurring in autoimmune disease but not with infection. Lupus. 1992 Feb;1(2):75-81.
Asherson R. The catastrophic antiphospholipid syndrome. J Rheumatol. 1992;19:508-12.

McCarthy G. Seronegative APS (SNAPS) in 53 patients: seroconversion rate at 3.5 yrs [abstract]. J Autoimmun
2000;15:0C35.

Petri M. Epidemiology of the antiphospholipid antibody syndrome. J Autoimmun. 2000;15:145-51.

Merkel P, Chang Y, Pierangeli S, Convery K, Harris E, Polisson R. The prevalence and clinical associations of
anticardiolipin antibodies in a large inception cohort of patients with connective tissue diseases. Am J Med
Pediatr Oncol. 1996;101:576-83.

Cervera R, Piette JC, Font J, Khamashta MA, Shoenfeld Y, Camps MT, et al. Antiphospholipid syndrome: clinical
and immunologic manifestations and patterns of disease expression in a cohort of 1,000 patients. Arthritis
Rheum. 2002 Apr;46(4):1019-27.

Love P, Santoro S. Antiphospholipid antibodies: anticardiolipin and the lupus anticoagulant in systemic lupus
erythematosus (SLE) and in non-SLE disorders: prevalence and clinical significance. Ann Intern Med.
1990;112:682-98.

Bick R, Baker W. Antiphospholipid and thrombosis syndrome. Sem Thromb Hemost. 1994;20:3-15.

Ferro D, Quintarelli C, Rasura M. Lupus anticoagulant and the fibrinolytic system in young patients with stroke.
Stroke 1993;24:368-70.

Brey R, Hart R, Sherman D. Antiphospholipid antibodies and cerebral ischemia in young people. Neurology.
1990;40:1190-6.

Kumar K, Jyothy A, Prakash M. Beta2-glycoprotein | depentdent anticardiolipin antibodies and lupus
anticoagulant in patients with recurrent pregnancy loss. jour of postgraduate medicine. 2002;48:5-10.

Parazzini F, Acaia B, Faden D. Antiphopholipid antibodies and recurrent miscarriage. Obstetrics Gynecology
1991;77:854-8.

Arnold J, Holmes Z, Pickering W. anti-beta 2 glycoprotein 1 and anti-annexin V antibodies in women with
recurrent miscarriage. Br J Haematol. 2001;113:911-4.

Wanchiwanawin W, Siripanyapinyo A, Piankijagum A. Preliminary study on the prevalence and clinical
significance of anticardiolipin in SLE and autoimmune cytopenias. Thai J Hematol Transfusion Med. 1992;1:165-71.
Intragumtornchai T, Akkawat B, Mahasandana S, Watananukul P, Deesomchok U. Lupus anticoagulant in Thai
systemic lupus erythematosus patients. Southeast Asian J Trop Med Public Health. 1993;24(1):241-5.

Carlos A, Nufiez A, Javier C. Pathogenic mechanisms of the anti-phospholipid antibodies. Reumatol Clin.
2011;7(1):72-6.

Meroni PL, Borghi MO, Raschi E, Tedesco F. Pathogenesis of antiphospholipid syndrome: understanding the
antibodies. Nat Rev Rheumatol. [10.1038/nrrheum.2011.52]. 2011;7(6):330-9.

Fischetti F. Thrombus formation induced by antibodies to [12-glycoprotein | is complement dependent and
requires a priming factor. Blood. 2005;106:2340-6.

Thurman JM. A novel inhibitor of the alternative complement pathway prevents antiphospholipid antibody-
induced pregnancy loss in mice. Mol Immunol. 2005;42:87-97.

Girardi G, Yarilin D, Thurman JM. Complement activation induces dysregulation of angiogenic factors and
causes fetal rejection and growth restriction. J Exp Med. 2003;203:2165-75.

Holers VM. Complement C3 activation is required for antiphospholipid antibody-induced fetal loss. . J Exp Med.
2002;195:211-20.

Girardi G, al. e. Complement C5a receptors and neutrophils mediate fetal injury in the antiphospholipid syndrome.
J Clin Invest. 2003;112:1644-54.

Thurman JM, al. e. A novel inhibitor of the alternative complement pathway prevents antiphospholipid antibody-
induced pregnancy loss in mice. . Mol Immunol. 2005;42:87-97.

Shamonki JM, Salmon JE, Hyjek E, Baergen RN. Excessive complement activation is associated with placental
injury in patients with antiphospholipid antibodies. Am J Obstet Gynecol. 2007 Feb;196(2):167 e1-5.

Cavazzana |, Manuela N, Irene C, Barbara A, Sara S, Orietta BM, et al. Complement activation in anti-
phospholipid syndrome: a clue for an inflammatory process? J Autoimmun. 2007 Mar-May;28(2-3):160-4.

Meroni PL, Riboldi P. Pathogenic mechanisms mediating antiphospholipid syndrome. Curr Opin Rheumatol.
2001 Sep;13(5):377-82.

Giron-Gonzalez JA, Garcia del Rio E, Rodriguez C, Rodriguez-Martorell J, Serrano A. Antiphospholipid syndrome
and asymptomatic carriers of antiphospholipid antibody: prospective analysis of 404 individuals. J Rheumatol.
2004 Aug;31(8):1560-7.

Fischetti F, Durigutto P, Pellis V, Debeus A, Macor P, Bulla R, et al. Thrombus formation induced by antibodies to
beta2-glycoprotein | is complement dependent and requires a priming factor. Blood. 2005 Oct 1;106(7):2340-6.
Rand JH, Wu XX, Quinn AS, Taatjes DJ. The annexin A5-mediated pathogenic mechanism in the
antiphospholipid syndrome: role in pregnancy losses and thrombosis. Lupus. 2010 Apr;19(4):460-9.

Rand JH, Wu XX, Guller S, Gil J, Guha A, Scher J, et al. Reduction of annexin-V (placental anticoagulant
protein-1) on placental villi of women with antiphospholipid antibodies and recurrent spontaneous abortion. Am J
Obstet Gynecol. 1994 Dec;171(6):1566-72.




09 24 aUf 2 L@anmBEU W.A.2556 | 91

42.
43,
44,

45.
46.

47.

48.

49.

50.

51.

52.

53.

54.
55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

Skrzypczak J, Jasinski P, Wirstlein P, Gozdziewicz T, Rajewski M. [Histologic changes in placenta and chorion
of women with antiphospholipid syndrome and inherited thrombophilia]. Ginekol Pol. 2011 Sep;82(9):652-63.
Chaouat G. The Th1/Th2 paradigm: still important in pregnancy? Semin Immunopathol. 2007 Jun;29(2):95-113.
Martinez de la Torre Y, Buracchi C, Borroni EM, Dupor J, Bonecchi R, Nebuloni M, et al. Protection against
inflammation- and autoantibody-caused fetal loss by the chemokine decoy receptor D6. Proc Natl Acad Sci U S
A. 2007 Feb 13;104(7):2319-24.

Park A. Placental pathology in antiphospholipid syndrome. . 2nd edn ed. London2006.

Di Simone N, Raschi E, Testoni C, Castellani R, D'Asta M, Shi T, et al. Pathogenic role of anti-beta 2-
glycoprotein | antibodies in antiphospholipid associated fetal loss: characterisation of beta 2-glycoprotein |
binding to trophoblast cells and functional effects of anti-beta 2-glycoprotein | antibodies in vitro. Ann Rheum
Dis. 2005 Mar;64(3):462-7.

Francis J, Rai R, Sebire NJ, El-Gaddal S, Fernandes MS, Jindal P, et al. Impaired expression of endometrial
differentiation markers and complement regulatory proteins in patients with recurrent pregnancy loss associated
with antiphospholipid syndrome. Mol Hum Reprod. 2006 Jul;12(7):435-42.

Anticardiolipin antibodies and the risk of recurrent thrombo-occlusive events and death. The Antiphospholipid
Antibodies and Stroke Study Group (APASS). Neurology. 1997 Jan;48(1):91-4.

Toloza SM, Uribe AG, McGwin G, Jr., Alarcon GS, Fessler BJ, Bastian HM, et al. Systemic lupus erythematosus in
a multiethnic US cohort (LUMINA). XXIII. Baseline predictors of vascular events. Arthritis Rheum. 2004 Dec;50
(12):3947-57.

Frances C, Papo T, Wechsler B, Laporte JL, Biousse V, Piette JC. Sneddon syndrome with or without
antiphospholipid antibodies. A comparative study in 46 patients. Medicine (Baltimore). 1999 Jul;78(4):209-19.
Tourbah A, Piette JC, Iba-Zizen MT, Lyon-Caen O, Godeau P, Frances C. The natural course of cerebral
lesions in Sneddon syndrome. Arch Neurol. 1997 Jan;54(1):53-60.

Fetoni V, Grisoli M, Salmaggi A, Carriero R, Girotti F. Clinical and neuroradiological aspects of Sneddon's
syndrome and primary antiphospholipid antibody syndrome. A follow-up study. Neurol Sci. 2000 Jun;21(3):157-64.
Cervera R, Boffa MC, Khamashta MA, Hughes GR. The Euro-Phospholipid project: epidemiology of the
antiphospholipid syndrome in Europe. Lupus. 2009 Sep;18(10):889-93.

Cuadrado MJ, Sanna G. Headache and systemic lupus erythematosus. Lupus. 2003;12(12):943-6.

Montalban J, Cervera R, Font J, Ordi J, Vianna J, Haga HJ, et al. Lack of association between anticardiolipin
antibodies and migraine in systemic lupus erythematosus. Neurology. 1992 Mar;42(3 Pt 1):681-2.

Tietien GE, Day M, Norris L, Aurora S, Halvorsen A, Schultz LR, et al. Role of anticardiolipin antibodies in
young persons with migraine and transient focal neurologic events: a prospective study. Neurology. 1998
May;50(5):1433-40.

Alarcon-Segovia D, Deleze M, Oria CV, Sanchez-Guerrero J, Gomez-Pacheco L, Cabiedes J, et al.
Antiphospholipid antibodies and the antiphospholipid syndrome in systemic lupus erythematosus. A prospective
analysis of 500 consecutive patients. Medicine (Baltimore). 1989 Nov;68(6):353-65.

Cuadrado MJ, Khamashta MA, Ballesteros A, Godfrey T, Simon MJ, Hughes GR. Can neurologic manifestations of
Hughes (antiphospholipid) syndrome be distinguished from multiple sclerosis? Analysis of 27 patients and
review of the literature. Medicine (Baltimore). 2000 Jan;79(1):57-68.

JW IJ, Conti-Kelly AM, Greco P, Abedi M, Amos M, Provenzale JM, et al. Anti-phospholipid antibodies in patients
with multiple sclerosis and MS-like illnesses: MS or APS? Lupus. 1999;8(2):109-15.

Peltola JT, Haapala A, Isojarvi JI, Auvinen A, Palmio J, Latvala K, et al. Antiphospholipid and antinuclear
antibodies in patients with epilepsy or new-onset seizure disorders. Am J Med. 2000 Dec 15;109(9):712-7.
Herranz MT, Rivier G, Khamashta MA, Blaser KU, Hughes GR. Association between antiphospholipid
antibodies and epilepsy in patients with systemic lupus erythematosus. Arthritis Rheum. 1994 Apr;37(4):568-71.
Tanne D, Hassin-Baer S. Neurologic manifestations of the antiphospholipid syndrome. Curr Rheumatol Rep.
2001 Aug;3(4):286-92.

Hanly JG, Hong C, Smith S, Fisk JD. A prospective analysis of cognitive function and anticardiolipin antibodies
in systemic lupus erythematosus. Arthritis Rheum. 1999 Apr;42(4):728-34.

Menon S, Jameson-Shortall E, Newman SP, Hall-Craggs MR, Chinn R, Isenberg DA. A longitudinal study of
anticardiolipin antibody levels and cognitive functioning in systemic lupus erythematosus. Arthritis Rheum. 1999
Apr;42(4):735-41.

MclLaurin EY, Holliday SL, Wiliams P, Brey RL. Predictors of cognitive dysfunction in patients with systemic
lupus erythematosus. Neurology. 2005 Jan 25;64(2):297-303.

Tomietto P, Annese V, D'Agostini S, Venturini P, La Torre G, De Vita S, et al. General and specific factors
associated with severity of cognitive impairment in systemic lupus erythematosus. Arthritis Rheum. 2007 Dec
15;57(8):1461-72.

Santos MS, de Carvalho JF, Brotto M, Bonfa E, Rocha FA. Peripheral neuropathy in patients with primary
antiphospholipid (Hughes') syndrome. Lupus. 2010 Apr;19(5):583-90.

Sanna G, D'Cruz D, Cuadrado MJ. Cerebral manifestations in the antiphospholipid (Hughes) syndrome. Rheum
Dis Clin North Am. 2006 Aug;32(3):465-90.

Miserocchi E, Baltatzis S, Foster CS. Ocular features associated with anticardiolipin antibodies: a descriptive
study. Am J Ophthalmol. 2001 Apr;131(4):451-6.




92 | MImIlindaunzan@Aaty

70.

71.

72.

73.

74.

75.

76.

77.
78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

93.
94.

95.

96.

97.

98.

Giorgi D, Gabrieli CB, Bonomo L. The clinico-ophthalmological spectrum of antiphospholipid syndrome. Ocul
Immunol Inflamm. 1998 Dec;6(4):269-73.

Frances C, Niang S, Laffitte E, Pelletier F, Costedoat N, Piette JC. Dermatologic manifestations of the antiphospholipid
syndrome: two hundred consecutive cases. Arthritis Rheum. 2005 Jun;52(6):1785-93.

Tietien GE, Gottwald L, Al-Qasmi MM, Gunda P, Khuder SA. Migraine is associated with livedo reticularis: a
prospective study. Headache. 2002 Apr;42(4):263-7.

Shoenfeld Y, Lev S, Blatt |, Blank M, Font J, von Landenberg P, et al. Features associated with epilepsy in the
antiphospholipid syndrome. J Rheumatol. 2004 Jul;31(7):1344-8.

Uthman IW, Khamashta MA. Livedo racemosa: a striking dermatological sign for the antiphospholipid syndrome.
J Rheumatol. 2006 Dec;33(12):2379-82.

Rossini J, Roverano S, Graf C, Paira S. Widespread cutaneous necrosis associated with antiphospholipid antibodies:
report of four cases. J Clin Rheumatol. 2002 Dec;8(6):326-31.

Marechal V, De Maistre E, Barbaud A, Albuisson E, Lecompte T, Gobert B, et al. [Activated protein C
resistance and cardiolipin antibodies in leg ulcers]. Ann Dermatol Venereol. 2000 Jun-Jul;127(6-7):585-9.
Alarcon-Segovia D, Sanchez-Guerrero J. Primary antiphospholipid syndrome. J Rheumatol. 1989 Apr;16(4):482-8.
Asherson RA, Khamashta MA, Ordi-Ros J, Derksen RH, Machin SJ, Barquinero J, et al. The "primary"
antiphospholipid syndrome: major clinical and serological features. Medicine (Baltimore). 1989 Nov;68(6):366-74.
Mackworth-Young CG, Loizou S, Walport MJ. Primary antiphospholipid syndrome: features of patients with raised
anticardiolipin antibodies and no other disorder. Ann Rheum Dis. 1989 May;48(5):362-7.

Cervera R, Tektonidou MG, Espinosa G, Cabral AR, Gonzalez EB, Erkan D, et al. Task Force on Catastrophic
Antiphospholipid Syndrome (APS) and Non-criteria APS Manifestations (Il): thrombocytopenia and skin
manifestations. Lupus. 2011 Feb;20(2):174-81.

Diz-Kucukkaya R, Hacihanefioglu A, Yenerel M, Turgut M, Keskin H, Nalcaci M, et al. Antiphospholipid antibodies
and antiphospholipid syndrome in patients presenting with immune thrombocytopenic purpura: a prospective
cohort study. Blood. 2001 Sep 15;98(6):1760-4.

Khamashta A, Harris EN, Gharavi AE. Ilmune mediated mechanism for thrombosis: antiphopholipid antibody
binding to platelet membranes. Ann Rheum Dis. 1988;47:849-54.

Silbiger JJ. The cardiac manifestations of antiphospholipid syndrome and their echocardiographic recognition. J
Am Soc Echocardiogr. 2009 Oct;22(10):1100-8; quiz 95.

Cervera R, Tektonidou MG, Espinosa G, Cabral AR, Gonzalez EB, Erkan D, et al. Task Force on Catastrophic
Antiphospholipid Syndrome (APS) and Non-criteria APS Manifestations (l): catastrophic APS, APS nephropathy
and heart valve lesions. Lupus. 2011 Feb;20(2):165-73.

Khamashta MA, Cervera R, Asherson RA, Font J, Gil A, Coltart DJ, et al. Association of antibodies against
phospholipids with heart valve disease in systemic lupus erythematosus. Lancet. 1990 Jun 30;335(8705):1541-4.
Daugas E, Nochy D, Huong DL, Duhaut P, Beaufils H, Caudwell V, et al. Antiphospholipid syndrome nephropathy
in systemic lupus erythematosus. J Am Soc Nephrol. 2002 Jan;13(1):42-52.

Cheunsuchon B, Rungkaew P, Chawanasuntorapoj R, Pattaragarn A, Parichatikanond P. Prevalence and
clinicopathologic findings of antiphospholipid syndrome nephropathy in Thai systemic lupus erythematosus
patients who underwent renal biopsies. Nephrology (Carlton). 2007 Oct;12(5):474-80.

Erkan D, Cervera R, Asherson RA. Catastrophic antiphospholipid syndrome: where do we stand? Arthritis
Rheum. 2003 Dec;48(12):3320-7.

Erkan D, Espinosa G, Cervera R. Catastrophic antiphospholipid syndrome: updated diagnostic algorithms.
Autoimmun Rev. 2010 Dec;10(2):74-9.

Yetman DL, Kutteh WH. Antiphospholipid antibody panels and recurrent pregnancy loss: prevalence of
anticardiolipin antibodies compared with other antiphospholipid antibodies. Fertil Steril. 1996 Oct;66(4):540-6.
Rai RS, Regan L, Clifford K, Pickering W, Dave M, Mackie |, et al. Antiphospholipid antibodies and beta 2-
glycoprotein-I in 500 women with recurrent miscarriage: results of a comprehensive screening approach. Hum
Reprod. 1995 Aug;10(8):2001-5.

Opatrny L, David M, Kahn SR, Shrier I, Rey E. Association between antiphospholipid antibodies and recurrent
fetal loss in women without autoimmune disease: a metaanalysis. J Rheumatol. 2006 Nov;33(11):2214-21.

Soh MC. Antiphospholipid syndrome in pregnancy Expert Rev Obstet Gynecol. 2010;5(6):741-61

Stone S, Pijnenborg R, Vercruysse L, Poston R, Khamashta MA, Hunt BJ, et al. The placental bed in
pregnancies complicated by primary antiphospholipid syndrome. Placenta. 2006 Apr-May;27(4-5):457-67.
Martinelli I, Bucciarelli P, Mannucci PM. Thrombotic risk factors: basic pathophysiology. Crit Care Med. 2010
Feb;38(2 Suppl):S3-9.

Blanco-Molina A, Trujillo-Santos J, Criado J, Lopez L, Lecumberri R, Gutierrez R, et al. Venous thromboembolism
during pregnancy or postpartum: findings from the RIETE Registry. Thromb Haemost. 2007 Feb;97(2):186-90.
Robertson L, Wu O, Langhorne P, Twaddle S, Clark P, Lowe GD, et al. Thrombophilia in pregnancy: a systematic
review. Br J Haematol. 2006 Jan;132(2):171-96.

Kandiah DA, Krilis SA. Heterogeneity of lupus anticoagulant (LA) antibodies: LA activity in dilute Russell's Viper
Venom Time and dilute Kaolin Clotting Time detect different populations of antibodies in patients with the
"antiphospholipid" syndrome. Thromb Haemost. 1998 Aug;80(2):250-7.




09 24 alUf 2 1@anuBEN W.4.2556 | 93

99.

100.
101.
102.

103.

104.

105.

106.

107.

108.

109.

110.

111.

112.

113.

114.

116.

117.

118.

119.

120.

121.

Brandt JT, Triplett DA, Alving B, Scharrer |. Criteria for the diagnosis of lupus anticoagulants: an update. On
behalf of the Subcommittee on Lupus Anticoagulant/Antiphospholipid Antibody of the Scientific and Standardisation
Committee of the ISTH. Thromb Haemost. 1995 Oct;74(4):1185-90.

Ortel TL. Laboratory diagnosis of the lupus anticoagulant. Curr Rheumatol Rep. 2012 Feb;14(1):64-70.

Teruya J, West AG, Suell MN. Lupus anticoagulant assays: questions answered and to be answered. Arch
Pathol Lab Med. 2007 Jun;131(6):885-9.

Galli M, Luciani D, Bertolini G, Barbui T. Lupus anticoagulants are stronger risk factors for thrombosis than
anticardiolipin antibodies in the antiphospholipid syndrome: a systematic review of the literature. Blood. 2003
Mar 1;101(5):1827-32.

Pengo V, Biasiolo A, Pegoraro C, Cucchini U, Noventa F, lliceto S. Antibody profiles for the diagnosis of
antiphospholipid syndrome. Thromb Haemost. 2005 Jun;93(6):1147-52.

Wahl DG, Guillemin F, de Maistre E, Perret C, Lecompte T, Thibaut G. Risk for venous thrombosis related to
antiphospholipid antibodies in systemic lupus erythematosus--a meta-analysis. Lupus. 1997;6(5):467-73.

Wahl DG, Guillemin F, de Maistre E, Perret-Guillaume C, Lecompte T, Thibaut G. Meta-analysis of the risk of
venous thrombosis in individuals with antiphospholipid antibodies without underlying autoimmune disease or
previous thrombosis. Lupus. 1998;7(1):15-22.

Ruiz-Irastorza G, Cuadrado MJ, Ruiz-Arruza |, Brey R, Crowther M, Derksen R, et al. Evidence-based
recommendations for the prevention and long-term management of thrombosis in antiphospholipid antibody-
positive patients: report of a task force at the 13th International Congress on antiphospholipid antibodies.
Lupus. 2011 Feb;20(2):206-18.

Gharavi AE, Harris EN, Asherson RA, Hughes GR. Anticardiolipin antibodies: isotype distribution and
phospholipid specificity. Ann Rheum Dis. 1987 Jan;46(1):1-6.

Lopez-Soto A, Cervera R, Font J, Bove A, Reverter JC, Munoz FJ, et al. Isotype distribution and clinical
significance of antibodies to cardiolipin, phosphatidic acid, phosphatidylinositol and phosphatidylserine in
systemic lupus erythematosus: prospective analysis of a series of 92 patients. Clin Exp Rheumatol. 1997 Mar-
Apr;15(2):143-9.

Drenkard C, Sanchez-Guerrero J, Alarcén-Segovia D. Fall in antiphospholipid antibody at time of thromboocclusive
episodes in systemic lupus erythematosus. J Rheumatol 1989;16:614—7.

Drenkard C, Sanchez-Guerrero J, Alarcon-Segovia D. Fall in antiphospholipid antibody at time of thromboocclusive
episodes in systemic lupus erythematosus. J Rheumatol. 1989 May;16(5):614-7.

Miret C, Cervera R, Reverter JC, Garcia-Carrasco M, Ramos M, Molla M, et al. Antiphospholipid syndrome
without antiphospholipid antibodies at the time of the thrombotic event: transient 'seronegative' antiphospholipid
syndrome? Clin Exp Rheumatol. 1997 Sep-Oct;15(5):541-4.

Pérez-Vazquez ME, Cabiedes J, Cabral AR, Alarcon-Segovia D. Decrease in serum antiphospholipid antibody
levels upon development of nephrotic syndrome in patients with systemic lupus erythematosus: Relationship to
urinary loss of IgG and other factors. The American Journal of Medicine. [doi: 10.1016/0002-9343(92)90264-C].
1992;92(4):357-62.

Cervera R, Conti F, Doria A, laccarino L, Valesini G. Does seronegative antiphospholipid syndrome really exist?
Autoimmun Rev. 2011 Oct 22.

Guyatt GH, Cook DJ, Jaeschke R, Pauker SG, Schunemann HJ. Grades of recommendation for antithrombotic
agents: American College of Chest Physicians Evidence-Based Clinical Practice Guidelines (8th Edition). Chest.
2008 Jun;133(6 Suppl):123S-31S.

. Ruiz-Irastorza G, Egurbide MV, Ugalde J, Aguirre C. High impact of antiphospholipid syndrome on irreversible

organ damage and survival of patients with systemic lupus erythematosus. Arch Intern Med. 2004 Jan
12;164(1):77-82.

Ruiz-Irastorza G, Ramos-Casals M, Brito-Zeron P, Khamashta MA. Clinical efficacy and side effects of
antimalarials in systemic lupus erythematosus: a systematic review. Ann Rheum Dis. 2010 Jan;69(1):20-8.
Tektonidou M, Laskari K, Panagiotakos D, Moutsopoulos H. Risk factors for thrombosis and primary thrombosis
prevention in patients with systemic lupus erythematosus with or without antiphospholipid antibodies. . Arthritis
Rheum. 2009;61:29-36.

Erkan D, Harrison MJ, Levy R, Peterson M, Petri M, Sammaritano L, et al. Aspirin for primary thrombosis
prevention in the antiphospholipid syndrome: a randomized, double-blind, placebo-controlled trial in asymptomatic
antiphospholipid antibody-positive individuals. Arthritis Rheum. 2007 Jul;56(7):2382-91.

Wahl DG, Bounameaux H, de Moerloose P, Sarasin FP. Prophylactic antithrombotic therapy for patients with
systemic lupus erythematosus with or without antiphospholipid antibodies: do the benefits outweigh the risks? A
decision analysis. Arch Intern Med. 2000 Jul 10;160(13):2042-8.

Finazzi G, Marchioli R, Brancaccio V, Schinco P, Wisloff F, Musial J, et al. A randomized clinical trial of high-
intensity warfarin vs. conventional antithrombotic therapy for the prevention of recurrent thrombosis in patients
with the antiphospholipid syndrome (WAPS). J Thromb Haemost. 2005 May;3(5):848-53.

Crowther MA, Ginsberg JS, Julian J, Denburg J, Hirsh J, Douketis J, et al. A comparison of two intensities of
warfarin for the prevention of recurrent thrombosis in patients with the antiphospholipid antibody syndrome. N
Engl J Med. 2003 Sep 18;349(12):1133-8.




94 | MImlindaunzan@Aaty

122.

123.

124.

125.

126.

127.

128.

129.

Khamashta MA, Cuadrado MJ, Mujic F, Taub NA, Hunt BJ, Hughes GR. The management of thrombosis in the
antiphospholipid-antibody syndrome. N Engl J Med. 1995 Apr 13;332(15):993-7.

Neville C, Rauch J, Kassis J, Solymoss S, Joseph L, Belisle P, et al. Antiphospholipid antibodies predict imminent
vascular events independently from other risk factors in a prospective cohort. Thromb Haemost. 2009 Jan;
101(1):100-7.

Ruiz-Irastorza G, Hunt BJ, Khamashta MA. A systematic review of secondary thromboprophylaxis in patients
with antiphospholipid antibodies. Arthritis Rheum. 2007 Dec 15;57(8):1487-95.

Khamashta M, Cuadrado M, Mujic F, Taub N, Hunt B, Hughes G. The management of thrombosis in the
antiphospholipid antibody syndrome. N Engl J Med 1995;332:993-7.

Okuma H, Kitagawa Y, Yasuda T, Tokuoka K, Takagi S. Comparison between single antiplatelet therapy and
combination of antiplatelet and anticoagulation therapy for secondary prevention in ischemic stroke patients with
antiphospholipid syndrome. Int J Med Sci. 2009;7(1):15-8.

Vargas-Hitos JA, Ateka-Barrutia O, Sangle S, Khamashta MA. Efficacy and safety of long-term low molecular
weight heparin in patients with antiphospholipid syndrome. Ann Rheum Dis. 2011 Sep;70(9):1652-4.

Meroni PL, Raschi E, Testoni C, Tincani A, Balestrieri G, Molteni R, et al. Statins prevent endothelial cell
activation induced by antiphospholipid (anti-beta2-glycoprotein ) antibodies: effect on the proadhesive and
proinflammatory phenotype. Arthritis Rheum. 2001 Dec;44(12):2870-8.

Jajoria P, Murthy V, Papalardo E, Romay-Penabad Z, Gleason C, Pierangeli SS. Statins for the treatment of
antiphospholipid syndrome? Ann N Y Acad Sci. 2009 Sep;1173:736-45.




N 24 a10UN 2 L@aWLNENE W.6.2556 | 95

Tsadaaniauaztnnaian (Psoriatic arthritis)

a ¢
Ld@1We tUaNIRNa *

UIm Wwarsgiang *

UNA

lsndasniguszifialin  (Psoriatic  arthritis) tulsndasnigufidanusunnsnuan
FNAw Iﬁﬂf':ii"ﬂagﬂuﬂsjﬂiﬂ%LLa:ﬂi:QﬂéTumi"aﬁﬂLa'u (spondyloarthritis) tHasanndainis
uwazaINIuAAIARBARING laun nIaTanLTanIzgnauRAIaNIaY (spondylitis) Tanizgn
FINTIUBNLRL (sacroilitis) Ta3819ABNLRL (peripheral arthritis) ﬁﬁmmnﬁmﬁum:@n&mau
(enthesitis) LLaz fsnauaeldnsen (dactylitis)

mm?ﬂ”aé’ﬂLmJLm:ﬁuazLﬁ@L’EuVL@TQﬂﬂdnﬁm%LLiﬂluﬂ 1818 law Louis Aliberti
Tuil 1956 Prof. Verna Wright of Leeds ldaduiastasniauuazinazifian uaslev
ﬂ’]iﬁﬂ‘]&ﬂLﬂ%ﬂ‘uLﬁtl‘iﬁt‘lﬁ’j’]\'mﬁ’lzﬁﬂb‘ubﬂfa5ﬂLaUEN’]@]aU@1€ @au1 American Rheumatism
Association 'lddalilsatasnisusniindumdulsnsnumnzinlsanislul 19642 daan John Moll
Idsmflady wright lumsmmangmmivawwisiiuuwdalsadesniausziniu  lag
FIWIIWAINANBUENWARAN - WA TIINIRBIUJTAN TRz INENL IR FINITELNR NN
iafuduanuFunusnisiuasfaiueazniztosniay luqmwﬂfu Moll laussenaiie
Iiﬂ%é”mauaaﬁmﬁmwLﬂuiiﬂﬁﬁmw;ul,rsaﬁaﬂ(3) wnodudaanmuinlseiidulsand
mm’:;ul,lﬁaﬂdwﬁﬁﬂvlﬂl,ﬁﬁw Wright 9sWumsifia arthritis mutilans 1ig93aaz 5 wasdaulng
wuTasnLaULRes 2 - 3 T (oligoarthritis) udlud 1987 lddmsnanafeinlsetivinazdulsed
EuLLidI@]Uﬁfﬂyjﬂﬁ]’mmiﬁﬂﬂﬁ%ﬁﬂ longitudinal observational cohort study Gﬁ{lﬁ’lmiﬁﬂﬂ’llu
Qﬂwa‘hmu 220 A wuiagniaumnmwma%’qﬁfam: 67 doiazliasas 20 faHalALAa
anuAnIanaan® ’I,umiﬁﬂmmjﬂwslmmmm 10 Jdsuwudadadndunnnin 5 vais
$awaz 55 McHugh LLa:ﬂm:wudwﬁiTacg‘m’aumn%umﬂmwmsma%’a&f}aa@mﬂﬂ 59
uanmnftﬂ”awuiwg&fﬂaﬁIﬁﬂﬂaé“mauazLﬁﬂL'Euﬁa”@mmm?m%ﬁmqandmi:‘mﬂiﬁﬂﬂ lag
sunadulwgifiannszuumadwiluaznasaidion” I@Uﬁﬂaﬂﬁﬁﬁ‘iwuauﬁaﬁﬂLaUMﬂ

(8)

' o A { ' A a & v & aa o H
%?awumsqﬂiaumﬂmwnﬁﬁanwumwmﬁmmmnﬁm%’;mwmu A It lsan

* W, uwnwndlszinhudesen mmﬁmimﬁmm:gmﬁafﬁu mﬂ%ﬂmqmmm’ ATAUNNDANRATAIINTNELNA
faa

WU ;f‘ﬁ’mmamwwﬁ m‘uﬁ‘miiﬂfal,l,a:gmﬁasﬁu ﬂ']ﬂ’?‘ﬁ']ﬂ’]qi?ﬂﬁﬂi; AUMSLANYATRAIAIINTNLTLIR




96 | MIFILInTauAz AN ARTY

INABIAT LL@?:UZLL?H’UGGISQ LLﬂZlﬁﬂ']i%hH’]ﬁL% WTRUDENINWYIINA  NazaanIndasnuainy

2

a o

ANTURLYNHANTWLAZE1AAABA NI T T |6

unumwsTonswasti  Seldsarndwieusiunsanumediuszueingm
WenSAia ansuenIeain MAtaRskarIiasuunlia miﬂﬁuﬁumm‘gmmma\ﬂiﬂ
mwn’wUmﬁaﬁimﬁamﬁﬂmLﬁaLﬂuLmeﬂumﬁﬁad’ULLa:ﬂszLﬁumww'gul,l,iwaﬂiﬂvl,ﬁ
ath9nndias sonaliunnsinsaagulalumssnemanssuuasSussansmwiiaaanig

nWWﬂﬂ’]W LRZAAAIINITAN EII@ | LQW’]U;JT‘IJ’) andaN NE%LL?G“H E]\‘iIiﬂ AIUGTEZILINY a\‘iT,iﬂ

FEUIRINYT
Nenuanugnvadliatesnisuszsiadunnuandiuluudazmafinm Taowy
v 2 ' aa g '
ANugNUszInmsasa: 0.02 - 0.25” sauguanInivaslsnfinulszanm 0.1 - 23.1 Mode
(9) \ an ¢ P ¢ a “ o
Uszn3 100,000 318 ANWLANANDBIQUANIBIEZANNTNANDHNILAANNA8L9E
ldur anuuandvventemd wugnssuwlagienaas uazinuwinldlunmyitadolia lu
twinaanigain  uazdszmanununidyladwoanugnesliatedniauasiaiuat
Tug2932m379 20 - 420 MpsallszwIns 100,000 318 LL@iWUﬂ?WN“];ﬂluﬂizLﬂﬁtﬁi_!uﬁLﬁEJ\‘I 198

11) ° o et ° 2 a a
dnsuludszinelnglainsvinmsdnelulssneunanansud

(12)

' 10-
gadszng 100,0005151(
wu;jﬂaﬂisﬂ"zj"aé'ﬂl,auazl,ﬁm‘iuﬁayaz 43 luedRnAwazANLI® dnsululsaneiuis
ﬁglwwaaﬂiaiwugﬂ”ﬂ'gﬂIﬁﬂiﬂé’ﬂLauazLﬁﬂL’iu%ayaz 17.5 1uﬂ§'u;jﬂwkmianszgné’u%ﬁhﬁ'ﬂl,au
(13) & = a ) Fa  em & oA
(spondyloarthropathy) uaﬂmﬂumi@’mmmaszmm‘nmwmﬂiﬂuuaqummimgamwma
1 1 ] v e 6 A a v ::i 1
20 draudszanos 3 ¥in Lmﬂmamﬂkﬂmaamangmmam Faduww ltuaaas SUWALT I

)

a & o an o A A X 1 =
2NANINWANTRANNATZRUN IUAITIRID L LI TLANT Tsannulaluwamauaziwe

wigalndiAnanu dnwulugrerguszanm 40 0

NEBANHA (Pathogenesis)
luﬂ%}ﬁ;ﬂuﬂ’a%mﬂuLLwﬁ’ﬂLﬁmﬁ’uwm%ﬁwLﬁmaﬂsﬂﬁaé“mauamﬁmﬁu uddauudgn
neannaN s INT 119193t Umq@i”mwﬁﬁqﬂﬁu%mﬂuﬂ}aﬁ" bfvhlwiAe autoreactivity
289 T cell wazilasbiuismiasan I@Uﬂq;nawmm\‘l@Tﬂuw”u'gﬂssuﬁuwmﬂﬁﬁﬂ”zylukml”aé’ma'u
szufindulaswuinszanufasas 15 vsspnddionduladesnisuszfioduuszlszanm

(14) a = . a
ANNIANBINUIN WIARILAINVDY

Jauaz 30 - 45 madrmﬁ;jﬂ’smzwuﬁuauﬁm‘iui”mﬁm
Eil’ﬂaaisﬂ"ﬁ’aé’ﬂLa‘uauﬁ@L‘Euﬁ‘hﬁmmﬂﬁdém”uﬁ 4 Fenwassnenfaliatosnisussiode
Wiy 39, 12, 3.6 uaz 2.3 ihawudeu'” mummqﬂmaa‘[iﬂﬁuauﬁ@L’Suluna;uﬁﬁrgwﬁ
ﬁ‘i']@”ul,l,inl,ﬂukﬂﬁaé’nLa‘ua:Lﬁ@L’Eua:gaﬂ'jwnﬁguﬂsfx’mﬂiﬁ'ﬂﬂ 19w  Tesralulsa
\ileaLAnanis (connective tissue disease) SNFUNWETL HLA-DR W38 MHC class Il luums
PlsatosniguazfiaSudanusunuinuiusie HLA ‘ﬁ'ayj’uu MHC class | a0

lasawiz alleles ﬁa;juu HLA-B 8z HLA-C lagwudn HLA-C SanudunwiinuAnRIni




0N 24 alUN 2 @auLNENEK W.F.2556 | 97

& a ' A ~ o o g a 0% (17)
azmmdumﬂm’ﬂummz‘ﬂ HLA-B UAMURNANUINUDINITNNTBNINNIN

LLa@m@“’ogﬂﬁ 1
Toofi  HLA-Cw*0602  Sanusuwuinusnsmensugasaanidenmnefmisndoudng
ﬁ;uLLidLLa:ﬁszﬂ:nmlumnﬁ@ﬁuauﬁ@L'Eumriaummsmaﬁamnﬂdw 10 § & u HLA-B*27
%38 B*39 WUINAAIMINWAINILAZEINIINNTDNINIDN ) Nl woNANI HLA-Cw*0602
was HLA-DRB1*07 sunwusnudasniguaziiainidlsninazifiasunian 1 Geinidulsain
azifadunanens 40 9" yananfidiwuin HLA-B27 é’uw”uifﬂ‘”wﬁaﬂszgﬂﬁ'u%é'aé’mau
(axial PsA) Twunizfi HLA-B38 uay HLA-B39 SuWWETLTaI819AENIRL (peripheral PsA)

(19)

N1 uananfddaansnld HLA antigen ludafiliwennsniliald ndnfe fiaon

WU HLA-B39 LNg9881 96087 ﬁa;‘il”ﬂ’mﬁwuﬁa HLA-B27 W& HLA-DR7 %%a;jﬁ'wu HLA-DQ3
WA LNWY HLA-DR7 a:é’ww”uﬁﬂ°UﬂﬁiLﬁ@ISWﬁEuLLsa lumm:ﬁ;‘?ﬂ’mﬁwuﬁh HLA-CW*6 W8z

o o [ ’ AN . 19
HLA-DRB1*07 a:awwuﬁnunﬂim@Iiﬂ"nvl.ugmm( )

Tarianaznd }

Wi EERR

Tl Ay

_ yd /ﬁumlﬁmﬁu N,

1l
=

sUf 1 LEAIANMUFNWUTTZRINIhuman leukocyte antigen (HLA) nulsadasnizusziiaiin (Psoriatic
arthritis) lsatanszgnaunasaniauiada (Ankylosing spondylitis) uazfiuszifiaiiu (Psoriasis)
(AauLadan Fitzgerald O, et al Arthritis Res Ther 2009;11;214)"?

daududulu MHC region figsuniusnulsadasniauasiiaiis lald MHC Class |

19 ' .
related (MIC) genes, TNF-at uaz PSORS1"” §imsfins wuin MHC class | chain related A
(MICA-A9) polymorphism SNWWEAUEINNTMITanuaadsaanshanaiada (polyartricular)

20 Y o '
@ #anINBLIINLIT  TNF-0 promoter

lugihofiuaziiodund  HLA-Cw*0602 Bnéan
. A A dAa A | A Il [ A A o v a v
polymorphism ‘m‘amummimamaﬂ"l,uau@anu TNF-a ﬁ]tLW&Jﬂ’J’]&JLﬁﬂd‘t’l’]l“vﬁmﬂiiﬂﬂla
o & A A X ' A A Ao o [ > & A [ ] .
ANLRURSLNALNWENNYY &3% Non-MHC Uuaumauwuﬁﬂukﬂ“ﬂaamana:mm{lu Vlmm Killer-
. . . 19
cell immunoglobulin-like receptor (KIR) genes, IL-23R LazIL12B IL-1 gene cluster( )
miﬁ'uwuﬁuﬁvl,wiamil,ﬁﬁisﬂ“ﬁaéhLaumlﬁ@L’iumazmmsnaﬁmmwzﬁaumiﬁ
{ L= v Qs =3 =3 Dt& ~ Q- § o v ! a
mmnmmﬁmawwm‘lﬂLﬂuiiﬂmaamauazmmduvlmmLﬂuﬂaﬁmﬁmi‘m T cell man@um@
NITVUINNIT  autoreactivity Lﬁagﬂns:@juim:mzmumsmagﬁéfwﬁ'u (immune process)

FINabA T cell m&'amﬁ"smﬁu’%nmﬁaqﬁau,a:a;@LmzLﬁuﬁﬂﬁl,ﬁ@ﬂszmumsé'nLem@rmm




98 | MIFIInTauaz N AaTY

UNUINVBIT cell MBI ALINY CD8 Teell  lapinisdnsiwy CD8 Teell 31Nl

22 & o v o & a v e
: uaﬂﬁnﬂum‘wuiﬁﬂ‘naamm_la:mﬂwmmﬂiﬂmaamm_l

kS o a & (21-
‘mLm:maua:mnmgmm:mu(
A o A @ | Aa + ° 4 ' v o
ﬁLLaﬂﬂWIuEﬂ'ﬁﬂiiﬂWV Jzaeny CD4 ﬂ?ﬂdwﬂﬂ‘%dLL@]ﬂﬂ']x‘iﬁ]']ﬂIiﬂ‘UﬂﬂﬂLﬁUEN']@IEJU@TLLG:
P o a af o oa + o + & @ o
Iiﬂ@ﬂﬁ%ﬁuﬂﬂxuﬂ?ﬂ??ﬂm%ﬂ?&l CD4 aad I@]FJ CD8 Tcell WITTIURTYYIIUIN MHC class |
§ A v Aaa A ' Aa v o & a A1 v (X7 v (14
‘ﬁdu']‘ﬂzaﬁu’]ﬂvlﬂ‘ﬂ']ﬂﬂ’ﬁﬂwElu'ﬂvl.'](ﬂE]ﬂ']iLﬂﬂI‘iﬂ“ﬂé]E]ﬂLmJﬁZLﬂ(ﬂL\‘I%‘Vlvl,ﬂﬂa']'lvlﬂ'ﬂ?\'l@u( ) I(ﬂil
‘]J%L'QMLﬁa'LJ“ITEmﬂx‘iBjﬂ?UiiﬂﬁlagﬂLE"(']JN&ﬁ@]LE%QzWUﬂ’ﬁﬁ$ﬁN“Ua{1 T cell ez B cell %aﬂﬁﬂﬂﬁ
o A a v A a & a @ ' iAo < A v do : @
FANUINTYTUI L EBLRAN VLRI LI MYBNINNTN LL@]N?]']%'J%?.T%LEIﬂqﬂaﬂuﬂﬂﬂﬁqiiﬂ"ﬂﬂ

o (23)
ama‘ugmmm

\TuEBInUNANIANSas Kruithof wazame 99ldvmaSoufiouns
%ul,ﬁammﬁaqﬁa WU NaéuLﬁaqTaé'ﬂLmJanﬁmﬁiuﬂéﬁyn”uiiﬂﬁanizgﬂé'wﬁhé'ﬂLm_l
sfiafiafa  (Ankylosing  spondylitis) LLﬂzIﬁﬂﬁaﬂiané'umé'aé’mauﬁvlajmminﬁ'@ﬂéjuvlﬁ
(Undifferentiated spondyloarthropathy) GﬁdLmﬂ@hdmﬂiﬂﬁaé’maugmmas;IGT naNafa IIUIB
Fadoaunafiafinlnsfag, Usinmuualaswani D 163 wazdSunandwdaanuiaes
(vascularity) mﬂn'hsl,wum:ﬁwu%ﬁﬂmuﬁfm?iaqﬁﬁaﬂﬂﬁ LLa:vlaiWUIﬂiﬁuﬁwwaﬂ%ﬂgﬁu
(citrullined protein)(24) 289 l3@W van Kuik uazame wudﬂ&iﬁmmLmn@hamaufjaqﬁa
izijﬂiﬂ"ﬁaé’mauauﬁ@L‘EuLLaﬂiﬂiaé'maugmmmT TuSoswaadafenunoia  CD4
WazCDS8, wualasniasiia CD 68 waz CD 163, adhesion molecule, MMP-1, von willeband
factor, vascular endothelial growth factor, TNF-a , IL-1B, IL-6LL§1$IL-18(25) amd"l,iﬁmmﬁa
1@3umMITnENeIE Methotrexate Waz anti-TNFoL WUINT cell, uialaswa, MMP, angiogenetic
factors Wazintracellular kinases ﬁiz@vua@]m(ze'zs)

WoNINAEINLIN LﬁaqﬁamaﬂiﬂﬁaﬁﬂLaua:Lﬁ@Lﬁua%a cytokines Mifinan T
helper cell ldun IL-2 uaz IFN-y protein ganﬂ%ﬁaq"ﬁamaa‘zTaLﬂhL?}aum

§ne=¥md  immunohistochemical mmﬁnmﬁaqi@ua:u’%nmm:gﬂiﬁ
nEANsaL wuNdnaRuduwues osteoclast Waz Mononuclear cell UStmATaURABALEDATIA
receptor activator of nuclear factor-KB (RANK) wananiigimuindmafuduegisannues
Rank ligand ﬁ'u’%nmﬁaqﬁalummzﬁwu osteoprotegerin %agad WiIIWLNILHaVEINNT
\iamInniauasts wziiaan osteoclast LLa:Lﬁ@]Lﬁamnﬁvlsﬁ'm'ﬁﬂi:@?umn TNF-o
mﬁauﬁ'}mnﬁLﬁau‘“ﬂ”aLLa:u’%nmngﬂWnixgnéau Aal¥iianszui1ums osteoclastogenesis
wdade s ReNNINLNTLEAIBENYEY  Rank ligand ﬁL‘ﬁI&l“i‘T%LLa:mSW‘U osteoprotegerin
ﬁamaﬁiﬂﬁﬁmmmeGh\‘mnﬂﬁjuiiﬂﬂaﬂi:@ﬂé’umﬁé'nLaunéiw'éiuuazvlsjLmn@mﬁnnkﬂ
ﬁaﬁﬂLaugmmam‘(zg) Fatumsasunaswes Rank ligand uas osteoprotegerin livinas
susnesunamsasuulasuesnnanssadlaiiasasnden 1uud°uaumsa’j‘”nm:gﬂlmi
(new bone formation) H3iinsAnwag lainniin wudﬂm'«aLﬁmﬂ]’adﬁumim:@ju bone
morphogenic pathway (BMP) ﬂ'alﬁtﬁ@msa%omadngn(sm
ﬂﬁhﬂma;ﬂ wm%ﬁwLﬁmaa;jﬂ’mimiaé’nmuauﬁm‘iu L‘%'m]’m;gﬂ'mﬁ genetic

susceptibility 19 MHC W&z non-MHC polymorphism udaspivinldine autoreactivity 183 T




09 24 alUf 2 1@anuBUN W.4.2556 | 99

& a s ' . 1 Y Aa ! . !
cell TILLNANIT recognition 68 self-peptides Aaldifians express @8 target tissue o'l
A A v A& a & ¥ a & 4 & A +
WwadmInzduiiaradunsfaradmianmsunaiiudaiaiitie memory effector CD8 T cell
ﬁ):Lﬂwﬁ‘ans:@jusl,ﬁl,ﬁﬂmzmumié“ﬂLaUIﬂUmiLLamaaﬂ‘naa transcription factor LT nuclear
factor-KB Wag activator protein —1 Tau9139 lrlaasiuazfluasyd sninmasens g Wil
vinmnimisnisuuaznszdulinonisairanaaaiiealnd (angiogenesis)  1Tw LTI

I3 v ' v Aa a a t§/ a lﬁl
imetaw Lduen ﬂal‘lﬁLﬂ@]ﬂizu’)uﬂ'ﬁaﬂlﬂﬂmﬂﬂu muamlugﬂ'ﬂ 2

|Em‘ironmemalrriggers |

!

Generatically and environmentally Innate Immune Activation of T "
Primed Patient :> Triggers :> cells and other :>

lineages

sUR 2 waadnensiievadnisiialintesniruazAaTn
u

ANVUEINWAAKN

(31-32)

tszunineaz 60 - 80 Tadﬁgﬂﬂwaﬂﬁaﬁﬂﬁiﬂﬁdﬁﬂﬂﬁdﬁa%a’]ﬂ’]iﬂ’]d“]ﬁ ﬂti']dvl,iﬁa

v | ° =] a ¥ o ' A o 1%
ﬁgﬂ’mmmuﬁmm%:m@mmimwammnaummsmdm%mwmaﬁa: 20 uazdienns

o o v @ a o (31-32)
PADNLRUNIDNNUINITNNHNIRUITDURS 20

gifﬂwmaiﬂUmﬁ]ﬁmmimﬁaﬁﬂmﬁau
a R (33) & o v | AN ve Aa o o @ '

2INNINIRIRI A0S 4 - 7 O smmaam‘l,vmmUmmuvlmummuamm ANBIALLAUY DI

1M It afa a’m’liaﬂLﬁumadmau’mamuﬂmﬂ (distal interphalangeal joint) atn4l3na

A

mJ'smmua'm'mlaamaumm’mms i TaanieudnwIniosnd 4 o (oligoarthritis) 1
smaﬂmumwmﬂumalmy laun Tawiuazdai uaﬂmﬂuﬂizmmmmﬁwadgﬂam}:ﬁ
MIBNLEUVBINTZQNFURAI (spondylitis) lasufianmsthanadsfia inflammatory back pain
aaiw"hﬁmmjﬂ’syIﬁﬂ‘*ﬂ’aé’ﬂLauazLﬁm'iuf:ﬁﬂvlai@iayﬁmmimwéﬁ (asymptomatic spondylitis)
LﬁaLﬁﬂun”uQﬂayﬂQM Ankylosing spondylitis®  §n®IAzaINNIANLRUKANTE (extraarticular
manifestration) ﬁLﬂué’nwmzﬁwLWW:LLa:wuﬁaﬂlu;‘?ﬂwmjuﬁ &un dactylitis, gAML WY
NILQNANLEY LT UIduIanNgY, turi dueu
luia.a.1973 Moll uaz Wright lautssnemzarmnietevesiilslsasnfiadudn
5 naju(z's) e
1. Tesniauswiutasnin 4 Teuaslianaunas (asymmetrical oligoarthritis) wu'le
founz 70 snwunsfitevwalng leun Taihuaztain
2. Fasniguduanasud 4 Tatuly uazauanas (symmetrical polyarthritis) Gsngne
lsatadniauguaasdnylaianas 15
3. TasniuauUSITaindulae (predominantly distal interphalangeal arthritis)
wuldfaws: 5 anwuanuAadnduasdusinnudansfiauazenanwy dactylitis
TINGY




100 | MImslsadauazgndadu

4. TednFULINIMNLANFURAIUALTDNITQNIEINTIH (predominant axial disease)
wu'ldsauas 5

5. Arthritis mutilans e'fﬁLﬁumﬁﬂ‘ﬁﬁmﬂuguuwmnﬁqﬂiﬂUmﬁlwumiﬁﬁmﬂ‘ﬁaauﬁﬁ
IiiAaanuinig wuldsasa: 5 I@ﬂé’ﬂwm:éwﬂ”nujLﬁﬂLﬁUUﬂ”ﬂﬂsiwﬁgﬂ%ﬁad'ﬂ'h
1§ arthritis mutilans léun wodasniauswineiud 4 daiuwly (polyarthritis)
UNNITNUAMIUULRNINAT  (symmetrical)  Hszpziianlumadulsawn  (long
duration) NM39322 CCP (cyclic citrullinated peptide) 1T%UIN  AnNBIENINWETNY
Vl’ld%'ﬁﬁﬁ@ﬂﬂa VI,@TLLﬂ' osteolysis, ankylosis, entheseal abnormalities LRZNNNY

A a o o v 35
ﬂ’ﬂNN@]ﬂﬂ@]ﬂlﬂdﬂiZ@ﬂﬁuﬁadi?M@nEJ( )

mﬂmiﬁﬂmluﬂjiﬂLmzam’%mmﬁaiunm@iamwudwgﬂuumaﬁa@”@ndnﬁé’@dm
a L e e A4 .2 . a = (36) (32)
ALANEIINWAILFAIIUA13197 17 naAe MIANBIVY Robert et al was Jone et al i
o 4 R [% @ v o
AIND L LA Gladman” luLLﬂuwmwum;dﬂmﬂszmmiaﬂaz 48 - 78 198N IVDONLEY
o <& ] 2 3 . " ' v a ags
Pwmadud 4 TaulUuazauinas (symmetrical polyarthritis) IWUBNLRFUNNIT (arthritis
mutilans) WU'l@38882 2 - 16 UM IANN BT INLANURAINARDVBIRN BULBINITNTD

& { 37
aaugasluenen 2 )

S'I?*G Rajendren et al(ae), Tam et al(3g), Thumboo et al(40), Al-Awadhi et al(41
unz Deesomchok et al' wuigthosaulngouar 34 - 90 andwemsTasniaudman
doud 4 Toduly wazauuay (symmetrical polyarthritis) tTwi% W6 Baek et al*”, Prasad et
al™ uaz Yamamoto et al™ wudrdadniausiuaniasnin 4 Ta (oligoarthritis) Lﬂumjuﬁwu
ﬂamﬁq@ﬂi:mnﬁma: 31-76 & arthritis mutilans iwwyldasanndainesnusasas 0 - 5
&% Jamshidi et al(45), Tsai et al(46), Deesomchok et al(13) e Elkayam et al(47) Taidoann

&
NICULRE

AINN T NBNUINHIUNWARENUAE M NINENTIFVRIHL plsndaaniauasAninannnIiae Uluqiiﬂ
wazdTEinanauan

Site Leeds Boston Toronto Spain Leeds Bath
No. 168 100 220 180 100 10
M/F 67/101 45/55 104/116 98/81 59/52 43/57
Age, yrs 40 39 37 39 34 38
Joints before skin or ? 30 17 15 ? 18
arthr|F|§ pefore psoriasis NA 11 2 20 14 16
Sacroiliitis
Arthritis
Asymmetric ? 53 21 45 43 26
Symmetric 78 28 48 42 33 63
Distal 17 10 12 1 16 1
Back only ? 2 3 7 4 6
Arthritis mutilans 5 7 16 5 2 4

Aau1/a991n GLADMAN DD. Psoriatic Arthritis from Wright's Era Until Today. The Journal of rheumatogy. 2009 August
2009,83:4-8.
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AMULANAITIDINTUATINMILEAIAIN LTI Aenuanedesy  ldud  anw
LANGNSVBILT TR WugnII wiapfimand wonanftenatinananuuanedslunsls
N lglunssunnansaeenmIneta (classification criteria) inuailunisAaianngy
drognenlglumsdnen  awelsmnsansidasinll  uaranwaensaainfisunsany
vl,@i”%mUé’ﬂwmﬂugﬂamwmamﬁu uasgosniauAasuudasluamuszozvaslsa vlwms
Suunnguamifienaduden  dwalidanuuandrniulumsduunnguemslunda:

= (2, 6, 48)
nIFNE=N

M13197 2 S']Udﬁuﬁﬂwmzﬂﬂdﬂaﬁﬂtla:ﬂ’]wﬁ’]Uﬂﬂd;ﬂﬁ“ﬂad;ﬂ?ﬂ’mkﬂ‘ﬁa5ﬂLﬁuattﬁﬂﬁu’mﬂﬂ’ﬁ%ﬁ?ﬂlu
LTI UABUALI 8B NIIRIFBVRIU TTNALAUIAN

[Ethnicity Indian | Chinese Chinese| Indian | Malay | Korea Iranian | Indian Chinese |  Arab Thai Jewish | Japanese | Caucasian
Mean age, years 41 49 - - - 40 43 34-68 41 47 - 58 42 46
Male:Female 78:38 | 48:54 |20:22(12:10| 4:3 | 19:13 | 17:12 | 34:6 | 28:13 | 19:32 | 20:8 | 30:20 | 12:9 |104:116
Age of onset of PsA 10-65| 40 | 38 | 36 | 33 | 35 - - 30 39 31 40 - 3%
Arthrits after psoriasis, % | 51 62 | 3| 73 | 8 | 69 2 98 = | - ] - - 81 68
Polyarthritis, % 48 34 |4 | 4 | 43 6 48 - - %0 68 24 24 31
Oligoarthritis, % 37 2 | 14| 9 | 14| :u 4 - 10 27 76 48 16
|spondyloarthitis, % 1 0 | 3 | s0 | 43 | s0 17 18 34 20 4% 3 10 2
OIP, % 26 8 6 | o | o 6 14 18 27 0 > 63 14 12
|arhits mutians, % 0.86 1 4 | 0 | o 0 - 0 - 0 - - 5 16

AAuL/a9a1n Tam L-S, Leung Y-Y, Li EK. Psoriatic arthritis in Asia. Rheumatology. 2009;48(12):1473-7.

@iamfi’dﬁmiﬁ‘]’muﬂﬂizmﬂmué‘hwmxmmﬁﬁﬂﬁ@iwﬁuﬁﬂ%mﬂgﬂLLumLﬁaLL@iﬁmu
athilafianumunInduundzinnawenminetald 2 gdunulngjg ldun peripheral uaz
axial psoriatic arthritis

e Peripheral psoriatic arthritis

wulszanmiauaz 78 Iu;‘?ﬂ'sﬂﬁmmmﬂﬁﬂ{unﬂ lasfianuuanedrsanndaaniay
JANADLE fofiswautefisnisutionndn (oligoarthritis) waziduwuvasnanas’ ™ nswude
snLaULSMisIuLae (DIP arthritis) SnauWuEALAIE dactylitis wazainwuawAaUnE
vaaduimday® 1%5’1Uﬁﬁﬂﬂ‘sé’ﬂtauasi'mgul,m maﬁﬂﬁﬁﬂm:@mﬂﬂiawﬁﬁa (arthritis
mutilans) Aailusnsmeifiedondassasmslng Bonifdsnemeisuitin opera glass
finger S’Aﬁau‘“ﬂwulu;‘?ﬂaﬂﬁﬂamﬂﬂiﬂﬁmmu wonaNiMINLTeTIRE N NN 5 10

luasausn ﬂ'uﬂuﬁuw”ufﬁ'ﬂmﬁ;mm 1NN

e Axial psoriatic arthritis
ﬁamsé’nLamjaanszgné’mé’m&:ﬁanszgnL%am'm Tasfianuuane1ianlinde
% Qs =Y v a = U U A 1 U a
ﬂi:gﬂaumaﬁﬂm fa °uamz@ﬂLmﬂﬁuuﬂLﬂumwolﬁﬂ’m%a‘mwmmﬂmwSmm nsLia
1 ) ::i Y o = 1
syndesmophyte tJunuyliansnasuazlidaiias Taylor wazameldvinnmsdnsiwuin an
;&”ﬂwkﬂﬁaé’mauanﬁm’ﬁm‘hmu 343 aw wuhilgihedwan 94 au MnuanuAalndves
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mwmyma%’aﬁﬁou’%nmngné’u%é’aLLatzni:g]m%aﬂim Sagar 32 wuanuialnd@ves
mwrhﬂmﬁ’oﬁmaangné’wﬁﬂﬂU"l&iwummﬁ@ﬂnﬁmaamwn’wma%’aﬁmaaﬂ‘s:@m‘ﬁomﬂu

' v A

SauRz 50 wummﬁﬂ'ﬂﬂﬁ‘ﬁaam‘wmU"maioau'%nrum:gnL‘Eaﬂiﬁmwivl,aiwumwﬁ@ﬁnﬁ
a [ o (51 g oA v @ A a o
mnmm:@ﬂamm( ) wanniwuidgisdssanmians: 20 - 46 ionalimsaniauvas
a [ o A o(51-53) o & o n [ 2
ﬂi:gﬂmeﬂuua:m:gﬂaumﬂ@m"l,uummsvlm AanunTandAnlszIalranaduaziladg

v

USnmnssanunsanasmeindmssnamaasonlnisnamaseslimsomwe A4
ﬁmsmﬁ’mﬁumwmyma%’a?m%u‘%nmmtgﬂé’u%é’mazngm%\mimﬁ’azJ WONANIE
wu'jwr;jﬂ'aw”ﬂl,ﬂuiwmuamqﬁaﬁ 8 ‘ﬁﬁdﬁ]?;WUﬂ’]iLﬂﬁltluLLﬂadﬂ’l{l{d§U%L3mﬁﬂﬂiz@m‘%d
nulunwtngsIFUn& (plain radiograph)””

d’mmmma:mn’mmmﬁﬁ’m”muﬁuvlﬁuﬁ

Dactyliis @oiJusnuniziiddny (hallimark) vaslsail Tasdsnemciaanlanain
wilauldnian wuawnIases 5.6 - 53 Tauwuusiiourhiouss 65 uStumlanuiouas
24 wusnadeuazwhiosa: 12 ieanmsuinvedte dusn u'%nmﬁﬁmm:m:gn

=)

wwwdnuazibaidauSnmiudaduszosnionnsaunauuazszozisnss (woiviulaws laid
(55)

=)

a11l1a)  N1IaTI9 MRI (Magnetic resonance imaging)WUﬂﬂiﬁﬂLauwad flexor 38
extensor tenosynovitis TasniauLaziitaldesautianin® wenanisinuiamsinsniaud
mmé’ww”uﬁn”uﬁaé’mauﬁgmmn'j'] Tagnuindanudunusiuswindasnisuiuinni
WaRsanaInIWENemIsIEnud Tand dactylitis WWLMINANIaUVBINIZQNTD DAL
50 mﬂn'jﬁaﬁvlajﬁﬁaé’ﬂLaus'fiw:wumiﬁ@ﬂi'amaamz@nﬁmﬁﬂﬁaﬂa: 38"

Enthesitis (ﬁﬁmm:LéTuLSuﬂizgﬂé'maU) ma:ﬁvlajwumnﬂ'mn_iaﬂq’maa Moll and
Wright LL@iaJ”nwuiuQﬂasﬁﬁﬁuauﬁ@L’Suiwn‘”uﬁa'm'mﬁuu’%nmﬁ;mm:lﬁulu%mwhme
lagliwumsanizuvadte ﬁﬁ@nﬂw:lﬁwﬁum:@nﬁmﬂuLﬂuﬁnwm:ﬁéwﬁg (hallmark) 1w
ﬂa;wliﬂﬁaﬂszgﬂﬁ'u%é'oé'nLau (spondyloarthritis) I@]umww:ﬁ'}wuﬁﬁmm:LéTuLSuﬂizQﬂ
é’ﬂLauu’%nmﬁu%aamwm”mﬁ'ua’m'ﬁf:’sé'ﬂmwaaft’sLﬁﬂa:mmﬁuagumﬁﬁaﬁﬁ‘[mﬁa

a < a ' =3 aa a A et Ny ' 1
ANLRURCINALI W E]El'lx‘lv[ﬁﬂ@]'l&lﬂ’]i?u'ilﬁtl‘ﬁda'lﬂEJUSZ'J@]LL@Zﬂ']i@li'Ji]i’]\‘m’]EJE]’Tﬁ]vLilﬁﬂ'J'llJvL']WE]

Lﬁaaﬁnnawagﬂm‘i%mﬂoﬁmmmn ﬁ'];‘iﬁhsﬁmmsé’nLm_m%nmﬁﬁmmuﬁmﬁuu@iag;
FWAUINATIVLIN NMIATIANTIF LTUNIT DR TIT1INRE MRI awmmffnagu’mmi
an o (35)

hebY

U
2INIUAZDINTUEAIWBBNITULVD
2IMINNAMUY WUHN  psoriasis  vulgaris LﬂumﬁﬂﬁwuﬂaﬂﬁqﬂiuqmaJIimTa
o & a A oo o o o A & A a &
ANLRURSLAATUIAWUNMIIATHE AR 89 tanmInaTauazAnaziiaIwiatwnielud
LWAEIN wudwmw;mmmadﬁuﬁuﬁﬂL‘imzé'uw”ufﬁ'umw;mmwaﬂiﬂiaﬁ'mauauﬁm’iu

Taswuinazin PASI 9saUNWSNUINWINTNaNLEY ﬁhmuﬂ’aﬁﬁﬂgﬂ Schober test Waz
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Aa A ad a ' o AN o o &a ' o | Aa
mindanuAadndnuinmeaindolususilinoanusmusainanlugihendanns
A a @ v o (33
ALz Imestann linsaunu’
anuAaUndmaiy woldiaoar 40 - 45 ludihenffusziiadulaslddaimms

57) o ' o [ O
N ANAUIIUNUNIIDNIRUVDIVDRIU

JTauazwuletesasaz 87 sl,u;‘ij”ﬂmiiﬂﬁaé'ﬂmuml,ﬁmﬁu
Usgvasiin Twamzilsatosniguang wuﬁuamﬁmﬁm’umﬁmimmﬁmmqﬂﬂizmm 3:
10,000 Ba3UzTINTIsATRNIEUTRAIUY I@ymiwquuu’%nmﬁu (pitting nail)y1nni 20
%QufuvlﬂmmsmLLUﬂIﬁﬂ“ﬁaé'ﬂLafuﬁmﬁ@L‘Euaaﬂmmgﬂwﬁﬁﬁuauﬁ@L‘Euiauﬁ'ﬂiﬂiaé'ﬂl,au
aug I ® shemnduiinusiunviussfiaiu ledun piting nail, leukonychia, nail plate
crumbling, red spots in the lanula, onycholysis, nail bed hyperkeratosis, splinter hemorrhage
e oil drop discoloration

anuiaUndnieen laun  uveitis wulszanmsasas 2 - 25 Aanwmzuana9an
ﬂﬁjuiiﬂﬂaﬂi:@ﬂé‘wﬁoé’nLawﬁﬂﬁu6] laun dnduansastnsuazanmsiniiauuuaasidu
doeld®™ ormememansg ldun L?J'm_qlmé'mau (conjunctivitis) a1awyldunnfissasay 20

ﬂa;wmmﬁmaﬁdmﬂmﬂmml,a:ﬂﬂu:w (Distal extremity swelling with pitting edema)
wuiﬁrﬂ”ﬂa:Jm@T'Jﬂmjummsf‘hﬂummnmnﬁﬁas_laz 20 TaadnuiafiuSimsensssiusa
wezdudrafien uderawuanmianifesulaelasdsnsazedowuinugld nsil
FUWWEAD lymphedema Ananmsuuvasiitatiialagsan®

ﬂﬁj&lmmi SAPHO (synovitis, acne, pustulosis ,hyperostosis, osteomyelitis) 1oy acne
snidusfia acne conglobata W58 fulminans &% pustulosis snwufiuSmehauazrrh
URZNNWL hyperostosis U312k sternoclavicular &% osteomyelitis ANWURA LA ILLAZ
Tiwnda  aasdinuhwiulsedasnauasiasulades L%aiﬂmmﬁumjuﬂawaﬂmifa
sniuazLAalin  §9un1nz Onychopachydermoperiostitis Lunazifnensanniidaiiafe
sandangnnin 1 98 usswunnzdeUndfisunenuditedeusnadaiindulaeing
é’ma‘uamdquuwi’mﬁumwmﬂmﬁdﬁwu periosteal reaction uadenunswunziile
oy ®"

a’m’lisuﬂ nvldudrosann ldun  aortic insufficiency &% secondary amyloidosis

~ oA o o g a a (62)
lli']EJG']%'J']&I?]'J'T&IE‘TZJ‘W‘I«L‘ET]‘U?&‘]J‘]J‘Y]'NL@]%Q'I‘V\']il,l,ﬂzvl,(ﬂ

mMnanalsadadniauasinkm

1ud 1973 Moll uaz Wright ldlifienamsifiednlsadasnisuaziioiuin iudie
ﬁﬁma:ﬁaé“ﬂLauﬁ"l,aiwumigmmamﬂmﬁa@imﬁ’uwuﬁuauﬁﬂLﬁuﬁﬁmﬁm%mﬁﬂmmz
Siesewsafilssiaesouasinsiinaaiadun®  agilsiaunwutesdansnadszmsluns
Uszfiunmsinsihansvad Moll way Wright Lﬁaamﬂa‘fimm"hg{lLL@imwmﬁnww:@‘Ma:wu

(32)

msiasugtiunyesd; aluraNiaounlaslila ldsunssns’ . daun lelnIINaIwILN A

aa o o = ° aa o A ' o '
ﬂqjju"ﬂﬂﬂaﬂrﬂr]ujquﬂsﬁd ﬁﬂ'J'] NVL’J LLRSAINUIN LW’]ﬂuﬂ’]TJuﬁm&lﬁLL(ﬂﬂ@]Nﬂu L1T%  Bennett
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lud 1979, vasey luil 1984, Gladman luil 1987, ESSG 1uil 1991, McGonale uil 1999,
Fournie 1ud 1999 daulud 2006 lainmswaminmsinsiuwunlsadasniauaziialis
Classification criteria for Psoriatic Arthritis (CASPAR) mmsﬁﬁﬁmw%%@ﬂa: 91.4 uazdl
anusumnzSass: 98.7 Geflanusumzannninnueian®™ Usznaudae

Inflammatory articular disease (joint, spine, or entheseal)

With 3 or more points from the following:

1. Evidence of psoriasis (one of a, b, c)
(a) Current psoriasis® : Psoriatic skin or scalp disease present today as
judged by a rheumatologist or dermatologist
(b) Personal history of psoriasis : A history of psoriasis that may be obtained
from patient, family doctor, dermatologist,rheumatologist or other
qualified health-care provider
(c) Family history of psoriasis : A history of psoriasis in a first or second
degree relative according to patient report
2. Psoriatic nail dystrophy : Typical psoriatic nail dystrophy including onycholysis,
pitting and hyperkeratosis observed on current physical examination
3. A negative test for rheumatoid factor : By any method except latex but
preferably by ELISA or nephelometry, according to the local laboratory
reference range
4. Dactylitis (one of a, b)
(a) Current : Swelling of an entire digit
(b) History : A history of dactylitis recorded by a rheumatologist
5. Radiological evidence of juxta-articular new bone formation: lll-defined
ossification near joint margins (but excluding osteophyte formation) on plain
x-rays of hand or foot
* Current psoriasis scores 2 whereas all other items score 1

Lﬂm‘VTﬂ']?ﬂoﬁLL%ﬂIiﬂﬁqﬁ/{UﬂﬁiﬂizLﬁ%ﬂ’J’]Ngﬂﬁax‘ﬁ]’]ﬂﬁﬂﬁUﬂ’]iﬁﬂ‘]ﬂﬂl%ﬂin%’lﬂ‘ﬂ?d

)

a A v ° v 63 '
LLﬂ'lJ‘ﬂ']l]iﬂil]LLﬂzﬂLNiﬂ'] W‘Llﬂ'l']llvbi@ﬂaz 91 AMUINNILIDYRY 99( muluﬂs:mﬂmmmu

o ° @ 64 '
ouds Smsdnnlulsemaiunuanalhfosas 98.2 anusuniztosa: 99.5°7 adrelsfianu
e ' o ! v o & a a o (65)
mmmumﬂumamgwﬂasJIiﬂmaaﬂLaua:mmamw:nmu
~ A Q
nInassuanlsa
lsatasnsuszifiaduusnanliadanszgnaunasaniaudug  lasmInutasenad

é’ﬂLam"mﬂ”uwungﬂﬁ'u%é'aé’ﬂLm_lLLaz"ﬂ’aL%qm’mé'ﬂmmmuhiaumm WRZWUNEALNNE
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LﬁuLS%ﬂi:ﬂﬂ BNLEY UNUABRZAAITH ANULANAITRIaNMILaINMINIARRNYRdlTAL

éj°maua:Lﬁ@L?iul,mﬂmniimj”am:@né‘mam?‘wé‘wﬁﬂSuvl,@i”@ﬁmﬁaﬁ 3

M13197 3

LLamé'ﬂwmz‘[mﬁaé'mauauﬁ@L‘E‘uﬁtLﬂﬂ@iNmﬂIﬁmﬁ"ﬂni:@ﬂé’mavé’wﬁa’Su

2678 WEDI 1:1 3:1 8:1 1:1
ang7sadly 35 - 45 20 20 25
AasLNIADNLEL 96 % 25 % 90 % 7-16 %
Dactylitis wuiag wu'lsiaa wuae wu'lsiaa
Enthesitis wuliag Wulae wulag wu'lidan
Sacroilitis 50 % 100 % 80 % 20 %
Syndesmophytes Classic, Classic Classic, Classic
paramarginal paramarginal
HLA-B*27 50 % >90 % 80 % 40 %
Psoriasis wulag wu'lidaen wu'liidae wu'lidan
anuAnlndiRIvTedus | dulailnd wu'lidan Keratodermia Erythema
blennorrhagica nodosum
Pyoderma
gangrenosum

MINIINK IR IANS
msasaniesjiansfselomilumszisifedalsates saulnadiolsate
anausziadudn liwuaspnaesdluiaaudenanuldluszauliginanfia wumsganassd
lwdenalasasas 5 - 16 UATATIANL Anti-cyclic citrullinated peptide (Anti-CCP) $agiaz 5.6 -
15.7°*" 4182@399WU Antinuclear antibody (ANA) 088z 14 NIWU Anti-CCP lugfihnlsnde
é’ﬂmua:l,ﬁ@]L’ﬁua:é'uw”uﬁﬂmﬁEuLLsamﬂﬂdﬂ L% WUTIWIRTDILNRENLFLUINNTY AN

" dwmsanamanaslfianmntislunisdszidn

o a \ . o (66
Y]’lx‘iidﬁWiJﬂ’liﬂ:l‘ﬂiauiJ’mﬂ’J’l Lﬂ%@m
mmi;ul,m"uaﬂiﬂ A Erythrocyte Sedimentation Rate (ESR) ez C-reactive protein (CRP)
4 P  Fe o o g v o ; X o
smmil,wwmaaNaLﬁa@mmﬁunauwuﬁ‘ﬂummwaamatuﬁmﬂmu LLa:Lﬂ%@’JW&I’miEﬂ‘Sﬂ
AV 2(68)
N laid

FATDUALDWINT WY LL&ZE]’]?JWUL&I@]LQE]W}JTJLLazLﬂi(ﬂLﬂE](ﬂ“(lEg{l‘ﬂ%ﬁ]’]ﬂﬂﬂ‘iﬂﬂLﬁUL?ﬂid@’)ﬂ

%ONINNHDIINUNNNETAIINAIBNLAVLIDTINIDINNMI TG Ian U bl

A A v o o o A ea o A A A A
nznIayinlufeagIsinuEIUNIHAAWALY (tum over) BadTARAIIIWIadnzAAUNG
a A vy o ') o Y- [ v R
manenlufadany lasasay 20 %’iamﬁmadszmiz’mlumnmmLmﬂisﬂnﬂimmﬁ‘luaﬂm
Aad & a o o o v a (69)
NRAURZLAALIWLAZ N ILT DO NLRUT DAL
Comorbidities
lsatadnirusziiaduAnanuiodumauialianaaaifoauazialalaswuingiae
Ao A Aa  w o A A £ A Aa A '
laalifldanndediadioliamlauasnasaiaainduusduaingnafodianwuday

4 39, 70 g o @ A o a
ﬁqﬂ( ) uanmnumwumm"gﬂmaﬂimmmm .ﬂ’]’J:vL"I.I&IHI%Lﬂﬂﬂad ﬂ’]’Jtﬂ’J’]SJG]%IE‘M@IQG
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" wenFanwigadnfienand  pro-inflammatory  cytokines

[y X o | (70
uazlsndaugedulugiholini
= a Ao o o ! v o & a () a =2 a o

laawz TNFa Sahazfununnisdludiolsadesniauaziodu  dnsdnsiieiny
ANURUNVBINADALRBATH intima media Lucarotid artery Laz flow-mediated endothelial-

' =) QI z =)

dependent vasodilatation @adbrachial artery WUINAMIANTUVBIANMUAWIVRIVRDALREA
T intima media Waziin1IaaadIVad flow-mediated endothelial-dependent vasodilatation &3
brachial artery lugjihelsadadnisusniiadui linunangiwsasmuduliaiiliuazvaea

A Py a a o ' & aa o (70, 72-73)
Laa(ﬂszJaL‘ﬂitl‘uL‘VlUUﬂUﬂQMﬂ’JUQNL“ﬁa%W]L@ﬂ’mu

n'mJizLﬁ%ﬂ?ﬂNE%LLiamaa‘[iﬂ

% o s A' a L% ar =3 a d' 1 n?d

aﬂwmzmmyﬂﬂumiﬂszLuuiiﬂ“uaamauazmmLaumzm"ﬁmmwugmmmaﬂsﬂ
WRZUTERNTANVBINITINEN LA AN TONLRU I DILIR msé’mamadﬁa@iangnﬁ%’wé'o
A & a da o = AR v & o ... (74-75) A A Al
AuazNAERARIMIILGIAY NHamzidwdwnIzananiauuas dactylitis L3895 7 b b
m‘sﬂi:l,ﬁumﬂm;umwaﬂim]’aé’nLaua:Lﬁ@L'iuﬂﬁ}’uﬂgamﬂLﬂ%ﬂdﬁamaﬂiﬂé’ﬂLau;smmamr
LLa:Iiﬂﬁaﬂi:@ﬂé‘wé‘oﬁﬂﬁ@minu‘ﬁ‘amﬂﬁmuﬂsaﬁuqmmw%ﬁm léun SF-36, HAQ
Wuds aIugasluansnen 4 Lﬂ%ﬂdﬁamﬁ'}ﬁmmmﬁ'}mlﬁ’lu@mnﬂﬁUuLLﬂm‘lumsmuaua{l
danssnenvadlsntasniruszAaIwlunainsdne agslsnauinIasiamaniaalane
va A % v & a ' 76
Vlmumsﬂszmumwgﬂmaaluiiﬂ"uaamauazmmLaumﬂau( )

(76-79)

= A A A a v o & a
M1379N 4 LLE‘WNLﬂiad&la‘ﬂl‘ﬁ‘luﬂ’liﬂizL&luﬂ’l’]u?uLLid‘HE]GI?ﬂ“llﬂE]ﬂLaUﬁzLﬂ(ﬂNu

Peripheral arthritis American College of Rheumatology (ACR) response criteria
Psoriatic Arthritis Response Criteria (PSARC)

28-joint Disease Activity Score (DAS28)

Tender /swollen joint count (78/76,68/66)

Patient global assessment of disease activity

Spine Bath Ankylosing Spondylitis Disease Acdtivity Index (BASDAI)
Bath Ankylosing Spondylitis Functional Index (BASFI)
Bath Ankylosing Spondylitis Metrology Index (BASMI)
Assessment in Ankylosing Spondylitis (ASAS) Improving criteria
Pain Visual analogue scale
Enthesitis Leeds Enthesitis Index (LEI)
Spondyloarthritis Research Consortium of Canada enthesitisa score (SPARCC)
Maastricht Ankylosing Spondylitis Enthesitis Score (MASES)
Dactylitis Leeds Dactylitis Index (LDI)
Skin Psoriatic Area and Severity Index (PASI)
Body Surface Area (BSA)
Physician Global Assessment (PGA)
Nail Nail Psoriasis Severity Index (NAPSI)

Function /Quality of life/
disability indices

Health Assessment Questionnaire (HAQ)
Short Form36 Health Survey (SF-36)
Dermatology Life Quality Index (DLQI)
Psoriatic Arthritis Quality of Life (PsAQoL)
ASQoL (ankylosing spondylitis quality of life)

Acute- phase reactant

ESR, CRP

Radiography

Modified Sharp or van der Heijde-Sharp
Modified Steinbrocker
PsA Spondylitis Radiology Index (PASRI)
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A v e & a A o aa Aa a a 3
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Group For Research in Psoriasis and Psoriatic Arthritis (GRAPPA) Faldweneunam
wnsasfianllumasnduanuuussniinaioasdsznay (composite disease activity) 'l
. P ' o ) 75) .
LUa Grid system NLLIAINIZAUAINTULII (WDD UIUN w1 dawnlull 2010 Aizad
uwazaniz ldwaninsaslanltlunstsziduanuguussdesaaann Grid system Ta11 Composite
. . . . . g { =2 Y o a v
psoriatic disease activity index (CPDAI) aauaadluaTefi 5 Geldvinmadsaduuadring
AMURUWKENG Patient global disease activity assessment LLaz Physician global disease
.. 80 ' = 1Y A . .
activity assessment( ) atndlsfanu m(ﬂmﬁﬂ’ﬁﬂiuuuqmnﬂwiu randomized controlled trials

LLae longitudinal observational studies luamaadaly

A1519% 5 UaInNsLL W Composite psoriatic disease activity index (CPDAI score)

AaRIUTENIA < 4 2ia fnsaladou | < 4 2da uegeydans | > 4 Ua uasgadans
MCRIGIRT) Taou w3a ey
(HAQ < 0.5) > 4 dausdnunsaly
Nuldamudné
Auasifndu PASI < 10 uay PASI < 10 we DLQI [PASI >10 u®e
DLQI < 10 >10 w3a DLQI >10
PASI >10 ws DLQI
<10

Afdanzidudniay < 3 @ILNUI LAY < 3 e we >3 ALAUILRE

FaLian1svinonu

vihulaanuilng gadansvinunia | gauldanisvinonu
(HAQ < 0.5) > 3 snunuousvinenu
leamudné
Dactylitis <3 i wagvnowld | < 3 i) udgandans | >3 1) uargandunis
aulné viou wia iy
(HAQ < 0.5) > 3 17 wevinoule
audn@
A2NTLHNFUNIY BASDAI < 4 uay BASDAL > 4 usi BASDAI > 4 uag
vinou'ldanuilng vinnuldanidndnia | gadanisvineu
(ASQoL <6) BASDAI < 4 us
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FIUWAWEaN9TIFNRuunas  lawn wummnéaumao% ANMNLALVBITEITERINTD
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AMRIVVUNAANINYY ‘].]'i]ﬁ]ﬂﬂﬁNW%ﬁﬂUﬂﬂiLﬁU‘ﬁ?@iuaﬂ'}UIﬁﬂ% VL@ILLT] ANIIANASN DK

Waliaauas (ESR) g9 LLa:mnmw%’dﬁwumsaﬂiawﬂaa‘ﬁa@%LL@iﬂ%LLinﬁmmeww27(83)
ﬁmiﬁﬂmd'}ﬂ}ﬁmﬁmmmwmmtﬁmmqumwaﬂiﬂﬁﬁwa@iamiﬁﬁmmaﬁa leun
§ruandansnauannin 5 98 mMIwu dactylitis #1 ESR g9 M3 liAaUAUEIRENTINEN
ﬁaﬁ@gﬂ mmns’aumaa“ﬁamﬂmwmy%’aﬁ LLazmigz:yLﬁﬂmiﬁwmw%aqmmw%%ﬁ'uﬂm
uaﬂmﬂﬁtﬂq%a‘i'ﬂmaw”uqmmﬁlﬂuwmﬂitﬂiﬂﬁvl,&iﬁ ldun wumauinwed HLA B27, HLA-

B39, HLA-DQ3"" uagsingle-nucleotide polymorphism wasfu IL-4""

ANWIAEATNAIYNIITIF
mMwigssEnunsuinaeaitafesendendensrmsuaadliiiudsmsiinluda
wonanisInumMsTsinaaeldnsendawulunnie dactylitis Tsadiainlainunns osteopenia
LLﬁiﬁagnv‘hmﬂmen%dLﬂuﬁnwmzﬁﬁﬂ@ﬁmmsniﬁmnkmi’aé’manauﬁ@L'?iuaamnn
lsadadniauganaand e fIuTasITEIneTaiNWUNIWALLLLYA Y (diffuse joint space
narrowing) &%MINNTARVBITANNHLNINNTEULT AN I@ﬂﬁ%ﬂumm‘fumawum:gn
Jansurausalaiyunan ?]uﬁﬂﬂlugmm:@ﬂﬁmﬁ@iaﬂuuﬁﬁmitgm'aumaﬁa WARAN DAL
aae pencil in cup é’ﬂwmzﬁa%m”tyﬁﬂﬂizmwﬁwaﬂiﬂ"ﬁaé’mauauﬁm‘iu%ﬁm NIFT
ﬂizgﬂlmj (new bone proliferation) e induNUEALNTzLIWM T TnTianninlUaas
ﬂsfzgﬂﬁﬁmié'mau lumInTanenen$inmenany subperiosteal deposition UaINTZQN
@auLie subchondral bone sclerosis §IWNTZUIWNIT periostitis ﬁ‘].l%lfam metaphysis W&
diaphysis lasiAuansazvayliiSuaa unwiauun (whiskered appearance) LAAINNNNTAIS
m‘:gnﬁﬂw:é’ww”uﬁﬁum:mumi tenosynovitis uanmﬂﬁtﬂ’awum‘;a%’ﬂaﬂi:@ﬂlmiﬁﬁmm:
VLD LT USLITH posterior LA inferior 2BINTEAN calcaneus, femoral trochanters, ischial
tuberosities, medial LLaz lateral malleoli, ulnar olecranon, anterior surface Va4 patella, radial
tuberosity L@ condyles of the distal portion of femur LRz proximal part U84 tibia 16 msww
condensation madﬂizgﬂu%nm periosteal Lz endosteal UBINIZAN cortex TINNLNTAWIAL
28IN32QN trabecular ¥lwifia radiodense va9itanadinle adnpdns (ivory phalanx) anwu
# terminal phalanx snwuluihfAfiduAadnd wazlisuiudasddofalnd drwmadaurn

%IV (intraarticular osseus fusion) LAiA3N bone proliferation Anulalulsadasniay
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szfioidu wuldnitenwainuazlng adrdlsfienadasuonainlsn inflammatory osteoarthritis
uwazlsndadniauginaend lasawnzdaflowszdoh daunsameuiimnzgnaulay (Tuft
resorption) u”nwuu’%nmmzﬂﬂdmﬂmﬂﬁaﬁmm:ﬁuﬁﬂ inwumMsLINTesitadadnaidss
uazwuaNNAaUnAvaIauITING28

FIUNWINUTIFVINIZQNEUARS WUANHIAE paravertebral ossification s
NILANAWRAILTIUONEIUUALNIZQN lumbar FINLI wwdsnulsadaaniaulsiaes lu
J28ZUINANWL ossification ﬁﬁwg\aﬁ'ﬂwmzmau,azgﬂs'wﬂﬁwavﬁa%umaz fluffy sinwuamwly
ﬁ'fuLmezgﬂﬁmﬁhLLazmawmﬁmﬁmlmﬁwﬁa uazlaiguanasle daun ossification B
LLazsl,my,'aJ'mﬁmua'mLﬁmﬂmf‘:aLﬁmﬁ'ungﬂiwﬂgmuamaamz@nﬁag’u’%lxsmﬁnLﬁm
SNBUZVEY paravertebral ossification Afuwialng w1 SnnuiRBsduladunit uazla
FUNNT Lﬂué‘nﬁmzﬁﬁﬁﬁtyﬁlﬁmﬂmn typical syndesmophytes wal3atianszgnaunasia
Aauszdanzgnaunasdniavluladlddnay lsndaaniauaziiadudnlinunmsaniauaas
apophyseal joints 5\1mfﬂLﬂum@;wahgﬂ’ﬂaUIiﬂf':ﬁmsmﬁauvlmmamﬁ'\aﬁ'aﬂiﬁqjﬂ'mkﬂia
nizgnEUnAIiada mmﬁ@ﬂﬂﬁ‘ﬁﬁnmm:@né’um"’aﬁmﬂawuvlﬁﬂasflu;gﬂmi‘iﬂﬁaé'ﬂmu
gzifiadn 3Iun981any  apophyseal joint uauuazidaudanuld Tasdnwusiniuaanw
ﬁ@ﬂﬂﬁﬁﬁam&gﬂL‘%dnﬁué'ﬂLmJLL@imfﬂwuu‘%nmngnﬁuﬂﬁhmuﬁuﬁhLamﬁmlﬁﬂﬁfay
819U atlantoaxial subluxationlduasinliny lateral instabilitylldz subaxial cervical instability
awhliRamanarludunas®
SnEIMeMNENITIEina T IdwIziu i dsnsaeunsadnifinsn e

uwandanulindadniaulaiaeiuazlindodniauganaesd auaasluanm 6

AN 6 WEAIANMNLANAITBINNENaTIFTdlsATasnIRUAzIAaISY Lsadasnaulninesuazlsade

anLaUgINAaLe

Afinuavda uazlasudsvsaua |Synovial joints Synovial joints Synovial joints
AAedag Symphyses Symphyses
entheses entheses
Distribution
- Peripheral - polyarticular or - Polyarticular or - Polyarticular
oligoarticular oligoarticular - Symmetric
- Symmetric, asymmetric |- Asymmetric - Upper and lower
- Upper and lower - Lower extremities extremities
extremities
- Axial - Sacroiliac joints and |- Sacroiliac joints and |- C-spine involvement
entire spine T-L spine involvement | d¥n'laiwu Sacroiliac
joints involvement
Osteoporosis + + ++
Soft tissue swelling ++ ++ ++
Joint space narrowing + + AR
Severe periarticular osteolysis ++ + +
Intra-articular bony ankylosis ++ ++ +
Bone proliferation and periostitis ++ ++ -
Tuft resorption ++ - -
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Nonsteroidal anti-inflammatory agents (NSAIDS) Ifiduensuauusni brlunng
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UITNBINNTONLRY 1°ﬁ'[u‘[sﬂmmw§umavlumn Imsdnw s antasnyinmMsanm
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ludstndilaidnsd@nsilSouisohmailazdlsdninwdniin

Corticosteroids 1AM IANEILUL randomized controlled trials Tﬂdmﬂﬁjumamaﬂ@r
NILUD systemic UAZI@WIzl  AITRANLREIMSITENaLfoTauauuL systemic tihadsanniila
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Disease-modifying antirheumatic drugs (DMARD) lflulsafiiannsthunanadie
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Methotrexate \JueNNENITDINEN WONIRNUFLLAATULAL I TATRENLFURLAALTH 91N

5) A =2 = a A A o
WUIANIANENUIHUINSUUTEANTANVEY methotrexate NULIRABNLLLU

Meta—analysis(9
randomized controlled trial WA 2 ATANMA luﬂ’ﬁﬁﬂw’mﬂ@?ﬂ’sm‘ﬁu’m 21 auldasy
methotrexate USanmh 1 - 3 Sadnsudaflansumwin 10 14 wuiiaunsnana M Iveaniayle
mﬂmfﬂmjumuquLwiﬁwa%uﬁmmﬂm methotrexate 110" lumsdnmdax Snslwen
methotrexate 1AGNAB 7.5 - 15 AaAn3udaiwwLinaanInan Physician global assessment

) 2
Tuns@nvuwuy

LY ' 4 o o ! V] va o 97
Vl@ﬁmwLﬁal,ﬂ‘%almﬁamﬂmdﬂwﬁvlmummamﬂunm 12 e
. o | ' o | A = Qo
Observational Cohort study lurjihe 59 1o wuilugisidulaluszezusndslasum
nagiuazizsznmlunmuduliadasninzasuaussdaminsuasiidanniaeds
% R ' 98 & ' o v o & a
uaﬂmwaﬂmnqumuqu( ) wannAWLIIMIlE methotrexate Twlsatasniauasifiain

o a o o R v @ (99-100)
uIamam@mamuaﬂLaumﬂmwaﬂ’sﬂsﬂmaaﬂmugmmaﬂ@

) a, o o 0a(101-103) W A | A a
Sulfazalazine JweNATI8aABNMNIANLEFLVRITATENIA LAG ua lidsednsaw
o £Y o o (104 o A A [

lumiaﬂmiamawawaﬂi:gﬂauma( ) wazdlddnsdnnlafisnansnagyldihaann
W dactylitis wazfidaimzidwaunizgnaniauld

Leflunomide Kaltwasser JP uazane lavinn1s@nsneoiia randomized controlled trial
Tuszoziam 24 dilandd Tugitheduwau 190 118 wudgithefldsue Leflunomide Sanaz 59
fiminausuaslanldhzuun PSARC anninguaiuqguiinauauasiosas 30 TIuNIfAu
szfaduiiaaaunnniussliqumwiiananiedafioday  edwlsiawwudingud
163081 Leflunomide finatnaifing fasaz 13.5 Mnninguaiugudilnathadusionas 5.4
lasnadnafpsnaanleun vaafe (Savaz 24) auanay (Fouas 12.5) amsnselinia
lng  (Sewaz12.5)uazaimsthara  (Sapaz11.5) o lsAaaunsdnunilalainsdne
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wisuiisufdszaninnlunmszzaemsvinaneuasde

Cyclosporine  \ugnfifidszdansnwanansalisnmlansiuasiiadin  uazlsada
anEuaslAalis  NMIANMIWLIN  cyclosporine  SidszAniawlunisaatasniauivinnu

106 ' . 107 x> ' A . .

methotrexate( ) LazANIN sulfazalazme( ) wag 3 liinsAn ¥l randomized controlled trial
Mlssudisununguaiuqu atalsfiany cyclosporine dinathaidssunlasamizyilnns
auzedlaanas

, o a d e d o A A d v (108-109)

sanendugandnfidiufsunsduiiuliasfiadug ldurd Gold salts ua

. . (110) ~ 2 A A A Aa . oA a A o . v
Antimalarial  Im3finsiddszininmdniufanioudsununguaiugulunisinmlae
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Biologic agents tnauiieannigusluanandduddynnalifanszuiuns
anuay enguitiineuwainldlugiheidennssuusmialdaeuauasdamainmedisedn
sndnfidiuiasunsduiiulia  (DMARD)  e1HIUMITLTBIT0989ANIANAIIUNAZE VDS
Uminaanizanimnlililumsinmgiolsaszifiaiuudldun Adalimumab, Etanercept,
Golimumab waz Infliximab #usnfidaglunisnasesuuumiuguiun 2 ldun Alefacept uaz

Abatacept kaz IL-12/IL-23 inhibitor (Urtekinumab)® -
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Anti TNF agents

TNFo iwlalaaesinnaliifionszuinnIsniay wuﬁu’%nmﬁaqﬁa ATEULINTT
o Ai ' ' o vy o v a = = a a
¥9ures TNFo @Wadinasvinlvdesniaunaznisyinastasnsd nsdnsnaslszantaw
vasgnnguinltlunsinmlindadniauaziaduinniniawisufisuiulsadanszgn

@ e =

FUNRINIFLEAAN mmshf?l@ﬁ‘umiﬁnmasmni’ﬁwmﬂmﬂ’ﬂaﬂIiﬂﬁam:@nﬁwﬁaé’maU
fafadedanwmenindininsoadoni %‘dmaxmmimlwuﬂ‘*ﬁ%’nmlu@ﬂamImﬂ’aé’man
anﬁmﬁu"[@ﬁﬁuﬁ'ﬂ@Umww:gﬂ”ﬂaU“?ilﬁmié"ﬂLaumaam‘:gﬂé’u%ﬁdﬁﬂﬂ@auauau@iamaﬁﬂwaﬂ
snamwmIsnieundlssdssond Lﬁaamﬂ;&’ﬂ’sﬂmju‘f:u”ﬂvlmlauauaa@iamﬁ'ﬂmﬁ’sﬂm@i’m
3mﬁnﬁﬂ§'uLﬂ?iﬂumi@‘hLﬁuiiﬂ(DMARD)(75) mmjuf':ﬁﬁmﬂﬂuiiﬂiaé'mauazl,ﬁm'iu fo
Etanercept vJu soluble TNF receptor fusion protein Usznaudmalasiase 2 &u
@wn soluble TNF receptor p75 Fordudunisnisuny TNF uaz Fe fragment U839 human
lgG F’ﬁomylﬁmaaﬂmﬂﬁmuifu nasiildda 50 daansunilinisdeslony wio 25
finansumosnssdaslanwlasdadnonlusuldings ﬁmiﬁnmﬂizﬁﬂ%mwwmméiwgifﬂasl
Alesusn etanercept 3wz 59 HnsAaUEMEIMNUNIN ACR 20 mnniwmjmﬁvl.@i”%’umﬂaaﬂ
Hinauananfiosonas 15 sdudipidynesda  nanidiusafiaiufiaaaannnius:

(113-114) & o a a a
wanINNW etanercept muﬂszaﬂﬁmwslum?ﬁma

ﬁqmmw%%ﬁﬁﬂdﬂasmﬁﬁfﬂéﬁﬂ”zy
mw‘hmmj”aLﬁaUJ%'m_lLﬁﬂuﬁ'umjuﬁvlﬁ%'um%aamﬁagwamiﬁﬂmﬁ 19" ueedsd
Uszansmuwlumszzasmsrianetailiefaaudallds 2 9"

Infliximab 3% antibody SURU TNF receptor ﬁaglfl,umul,mﬁamm:wﬁfwmﬁ Tag
§ulsuny TNF receptor ANINWUEIU IgG fragment ANAMNNB 1L ywailtde 5 Gasnsw
Aarinmiinga 1 Alaniunn 8 dlanilasnoadinasaiiaad Infiximab fusfniniwaans
SnIELU0ITE  TAURHAAIuANaINAZILL  PASI Lﬁam’%'wLﬁﬁuﬁunsjumuqume) Uaz
guInTzaamIvhavedteld ) Kruithof LLﬂ:ﬂszU’i’]Qﬂﬁﬁﬁl%ﬁU infliximab w41@ 5
faansudaimiing 1 ﬁIan‘%’unﬂ 14 sUanviginifitsz@ntanuazanulasansde tlUdnlu
Jeoziaan 1 4 aimvljﬁmuﬁmiﬂﬁ'uLﬂwgﬁma{lEﬁ'ﬂmmafshuéf%ameiﬁlﬁudﬁ:y:nmnﬂ 14
flany onawwAnly wenandiiwudn infliimab  sANTRSUEINTENLEUBBITOUAT WA
suifiaiuaaasuaiinlio lwinds 2 47

Adalimumab 1% antibody ﬁﬁlvUﬂ”'iJ TNF receptor I@l&ld’mﬁﬁﬁ_lﬁlu TNF receptor Lag
IgG fragment AN NU yuailtde 40 flafnsunn 2 slanvlapdananlusuld@ans
fimsfnswuin  Adalimumab  SUssAnSnwaamisnisuaeste  Shussifiaiuanssan

'
' A

ATUU®  PASI  uazmanInTzAsMIIMsvastauaslignwIIananidanisuineuny

. (119-120)
NEUAILAY

Golimumab Lw antibody f9UNU TNF receptor lagguAauny TNF receptor LR

IgG fragment 3nanuyee awiafilsda 50 - 100 fadnsunn 4 dlalasdaidrowluaiule

AN ﬁﬂ?iﬁﬂiﬂ’]wu’j’] Golimumab FUTeANBAWAANTONIFUVEITE  RINITOTERONT
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aﬂLﬁUTﬂﬁ?ﬂLﬂ"IZLau dactylitis LLﬂzﬂmﬂ']W"lT'WWlﬁﬂ'J']LﬁJ@LﬂiﬂULﬁﬂUﬂUﬂﬂqﬁJﬂTﬂﬂﬁJ( :

m"?iaanqwéﬂ%’mﬂéﬂumiﬁwmmaa T cell (T cell modulator)

Alefacept 1Ju fusion protein aaﬂﬂﬂﬁiuymn’mmiﬁ'ﬁ_mwumad lymphocyte function
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1. Ta38N9RBNLFY (peripheral arthritis)
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- Peripheral joint assessment

- Pain
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- Patient global assessment
- Physical function
- Health-related Quality of life
- Fatigue
- Acute phase reactants
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2AasuvaantaY | Uae - NSAIDs 90.9%

- Intra-articular
glucocorticoid injections

- DMARDs

- Sulfazalazine

- Leflunomide

- Methotrexate

- Ciclosporin

- TNF inhibitors

- Phototherapy

- Methotrexate

- Fumaric acid esters

- TNF inhibitors

- Efalizumab

- Ciclosprine

- Acitretin

- Alefacept

- Sulfazalazine

- Hydroxyurea

- Leflunomide

- Mycophenolate mofetil

- Thioguanine

- Retinoids

- Oral PUVA

- Cyclosporine

- TNF inhibitors

AanszanFunay | svautaafiviunaig - NSAIDs

AnLaEU - Physiotherapy

- Education, analgesia
and injection of
sacroiliac joint
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- TNF inhibitors
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FEAUTULTI

- NSAIDs, physical therapy,
corticosteroids

- DMARDs

- TNF inhibitors

O|>

87.9%

Dactylitis

- NSAIDs

- Coritcosteroids
- DMARDs

- Infliximab

>0 00> 0

90.2%
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ANSULNSEALUANFIUANALULINADY
Agency for Health Care Policy Research (AHCPR)

Meta-analysis of randomized controlled trials (RCT) la
- One or more controlled trials 1b
- One or more controlled trials (without randomization) 2a
- Other well designed studies (quasiexperimental) 2b
- Non-experimental studies (descriptive studies such as comparative or 3
- correlation studies, or case-control studies)
- Expert committee opinions, clinical experience 4

szaiuaInuzinTuAIssAN 1IsAAadNLAUALLAA LIS U

- Category 1 evidence A
- Category 2 evidence or extrapolation from Category 1 evidence B
- Category 3 evidence or extrapolation from Category 1lor 2 evidence C
- Category 4 evidence or extrapolation from Category 2 or 3 evidence D
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Biologics Biologics

t 1

Reassess response to therapy and toxicity
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