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Statins in Autoimmune Rheumatic Diseases
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Statins  LEIIVUAZOUEY 3-hydroxy-3methylglutaryl coenzyme A (HMG-CoA)

A I3 o &a & @ 3 o & A
reductase Ta1duwduTdnlslusuaaurainsraazilaaaiaesen  uwauuazluiitaiie
aug  widhzdwdududniiegnly udnavassnagndunisduiiudiay Sinsaaszau
lanainatenluauazaainliiinnsuandaanvad low density lipoprotein (LDL) receptors
Sy 4, . o a “ oo .
WANY™ T98ANNNA9@ LDL WAz LDL precursors LhiRaa %anannna lnwanadnan?
. v < . a v o 3

statins 87138ANNIRINILAZNITNRN lipoproteins nau laiTun

MIBANIRILATIER LALARLABTER LAAlauN1TIUEI HMG-CoA reductase 11'buie99u
Wazfiugy mevalonate (U1 1) mevalonate uansasduvadlalasiaasaauas non-steroidal
. . a A ' . v . . o a  w @
isoprenoid compounds dnvansaia Tadusiugivls signaling proteins 3UA@NUNWIVD
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LA LATINAAaNINNuEN9g vadTas  laglanizatngds nsgugInIRLATIEA GTP-
.. . = $ & o o £
binding proteins Rac Ras uaz Rho (137197 1) Saaaduilunalnidragaasniseangns
uiliinodasnumsaaszauloduaes  statins 8N@28E19LTH NTULIAIVBILTAR AT
\wWanugL (differentiation) uaznstaRawdl (migration) vadiwas waNANAIMIANHILAAS
IAAnIn statins RINNIAHUEINNTILVBY leucocyte function antigen-1 (LFA-1) nu ligand

o Ny o = v @ 7
(|CAM-1) ?ladlluvl,@amdmmﬁnmﬂﬂUVLSJLﬁEJT’IJE]\‘Iﬂ‘U mevalonate pathway

nama LDL oxidation

Oxidized (ox)-LDL 1§Js pro-atherogenic Hnavnldnisusnsdrvainasaidonfionds
maﬁﬁaqmamﬁam (endothelial cell) Bi'luﬂ’ldﬂ’ligugx‘l nitric oxide synthase (NOS)
unwsadld  msfiguganisudsdauazmmevasmadnauitadey  lasmssninlwing
LRAIAANVAY  tissue factor  (TF) iauﬁy’am:ﬁummauauaa@ianszmumiﬁﬂLmﬂﬂﬂ
monocytes Statins a@ ox-LDL levels lag (1) aasuisznavvad lipoproteins Alluns
oxidation uazduwiliufiaziiun13inaa aged plasma LDL 9manzdm3unis oxidation (2)
AAMIFTI0ANTIAUVBITAR  (3) fasnuijisenveseuyadass 1asm33unY phospholipid
fraction of LDL uas (4) ﬁqmawﬁa antioxidant LLazil"]_laalzdmiLLamaaﬂ“nad scavenger

receptor A



Acetyl-CoA

Acetoacetyl-CoA

Mevalonate-PP

Isopentenyl-PP #———a i ethyallyl-PP

Geranyl-PP _
Isopentenyl Adenosine

Famet I-PP
/ ! \\‘ 2-cis-Geranylgeranyl-PP

All-trans .
Squalene Dolichols
Geranylgeranyl-PP

Cholesterol Prenylated proteins Ubiquinone
(e.g. Ras/G proteins)

gﬂﬁ 1. Mevalonate pathway (ﬁ@]LLﬂa{iﬂ’m Stuve O, Youssef S, Steinman L, Zamvil SS.
Statins as potential therapeutic agents in neuroinflammatory disorders. Curr Opin Neurol;

16: 393-401)

M990 1. UNLINVBI prenylated proteins AaNINU TR

MW (kD)

Farnesylated

66-72 Nuclear lamin family

53-55 Unidentified proteins

53-56 Inositol triphosphate 5-phosphatase 2’, 3'-cyclic nucleotide
3’-phosphatase

37 Peroxisomal protein

21-28 Ras; involved in cell proliferation and differentiation

Geranylgeranylated

21-28 Rho/Rac/Cdc42; involved in cytoskeletal assembly, super oxide

generation, cell cycle progression
Rab; involved in transport of vesicles
Rab; involved in cellular replication, platelet activation,
Generation of oxygen radicals
5-8 G-proteins (y-subunit); involved in signal transduction

(@au1la3971n Meroni PL, Ventura D. Statins and autoimmune diseases. APLAR Journal of
Rheumatology 2004;7:278-84)
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Statins mmmEl'uﬁv'qmmamaaﬂmaﬁmaqa major histocompatibility complex
class Il (MHC 1I) LLae prepro-endothelin 1 3’Juﬁv’\‘1 angiotensin I-receptor mRNA VURAUTAR
Lﬁalﬁl waaaaaldlunasanasss” " SenmsAunuainsnarnliaien statins anaLfisntes
NUNITHE antigen presenting cell maama&ﬁaqwaamaaﬂLmeimuqu vessel tone
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Talsw3fidenmnsfigslasum statins RauayuaudAYyvas EPCs lunitauusy
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“aINKaNY (pleiotropic effects) 184 statins

NaGBNITLIRNITNITANLEL

pngu - statins ¥ lRAn1IaAnI2893TAL CRP luwawammaagﬂaUﬁﬁIﬂLaamaiaa
lwiRaags %aﬁﬂﬁmmﬂmﬁqmauﬁaﬁmmsﬁmavéwﬁamw Fasauwuiinaosnsan
anuauuTayatnIin ﬁgﬂumiﬁnmﬁmmiﬁaaﬁm:ﬁuﬂgwgﬁLLazvﬁmgﬁ amaluneid
szaulaasaasealuiondnd’ - UNTIBINUNLINIINIAARIZEITEAL  pro-inflammatory
cytokines (I@UL%WW: interleukin [IL]-6 L% tumor necrosis factor-[TNF] (X)‘Lutﬁawaagﬂw
NANLABINY AR 9L 9B R9A NN FUNBETZRININITANRIVBITEGU CRP UAZNITAARIVD
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32AU cytokines Tuwanaan



nmidnsdulunsaanasas ugadlwidiuin monocytes waz macrophages 11az
\u cell target vaIQMAENTAGIUANTANLFLVDY statins Tnsansnduganiniiens g veomas
Gana17 NS uRUNTEUINNITNTENLRY BNGI8L LT wﬁﬂﬁé’mmsmuqﬂﬁﬁ
ﬂ’]iLﬁlu adhesion molecule ﬂﬁ‘lﬁf;'\'i pro-inflammatory cytokine L8 chemokine NIRIN
atg;&aﬁai: mi‘ﬁﬁlﬁ metalloprotease I8¢ endothelial adhesion i’mﬁtdmil,ﬂaauﬁ’mmm{
(transmigration)”" Qmauﬁ'ﬁmomé’%mm%ﬁandwﬂﬁ%’ummﬁfum&umn%mUmiﬁﬂm
Tagwuinaunsasuianssuiuwseadadearnfiniivasaidan uazdudinsinaaniie
w88 laglidununszuawmswanvedduaaslaamassaa™ " m3duss prenylation of
small signaling Rho proteins mazl,flunavl,ﬂmsaanqw%fmoLﬂé’%ﬂ']am’ﬁﬁ%ﬂﬁnﬁﬂﬁﬂd']a
AudrTdu”® wenandt statins ﬂ’aﬁqmauﬁ'ﬁﬂ’uﬂz\im‘méﬁ cytokine W&z chemokine 373

MBLTUNK (A1T19N 2)

A19719N 2. Pleiotropic effects of statins on the inflammatory process

Immunological effects of statins

Inhibit expression and secretion of pro-inflammatory cytokines
Cytokine shift from T-helper 1 to T-helper 2

Inhibit MHC class Il expression

Inhibit proliferation of macrophages

Inhibit expression of adhesion molecules

Inhibit expression and secretion of matrix metalloproteinases
Inhibit secretion of chemokines

Inhibit expression of chemokine receptors

Inhibit activation of B lymphocyte

Inhibit T-cell proliferation

Inhibit lymphocyte migration

Mediation of neuroprotection

(ﬁ@LLﬂmmﬂ Neuhaus O, Stuve O, Zamvil SS, Hartung HP. Are statins a treatment option
for multiple sclerosis? Lancet Neurol 2004;3:369-71)
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Na@lamiﬂ'mqmmizuugﬁquﬂ% (immunomodulatory effects)

statins R1NNINHULINTIVIN VDI interferon(IFN)-gamma ﬁm:@ummamaaﬂmaa
I&JLaqa MHC Il U% antigen-presenting cells ANAIDELILT I macrophages LIARNANLIE
a & a a 12-13 Ko a wn o & a aaa '
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NAaGaNISULIA2 N15LARDWENY LAz apoptosis Va9 arterial myocyte
NsuLIFINazNIIREANTE TR NA WISy (T uTuaeufiédyreinisifia
ﬂi’mgmitﬁ atherosclerotic vessel remodeling mﬂﬁ}lu lipophilic statins mmmﬂ'uﬁ%ms
WHGLazMILARauATes aorta myocytes mlunaaanaassuazlusneme wWasananunasd
fawAgatasiumIRaINIZLINMT apoptosis PoILTRRNENIHDIZY LAZNARINEIEINNTD
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liiAasuldluszdumaddahurind jisenudsuvesiihenldiuem statins

1 = _—
HNAaaaANLANIUDY plaque (plaque stability)

Plaque 7 ldiadios Juwildufazuansanladiny Mlimdanisaisduidoaanizngs
liifalianaeaifangaduatindounau plaques indrfazisznovlddsluduuaz
monocyte macrophage fiagnmelududwiuinn lapfimasnauitoouranugule
Aoas IR wIutoy Felnngmsall ihezedungldainnisviiany extracellular matrix lag

A < d 'y A B '
metalloproteases W3IR8INN1IIN  macrophages ﬁgﬂﬂiz@lu NITUINRITYN statins ILDILRINA
° o a a & A ' v @ v 3-6 ° @ an G
W plaque fianuafivsundulasnalnfindnuudidedn  ldmaninaagidniand
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Qmﬂiﬂﬂﬁﬁ“ﬂm statins §ian3¥UIUNT fibrinolysis I@Uﬂ’]iLﬁlu t-PA LLazN1I8a plasminogen
activator inhibitor (PAI)-1 activity”®  &eugesliifinldannmsnasasimawizifsanas
Lﬁaq%aa@L§a@LLamaﬁﬂﬁmLf‘:aL%WM'w n 3918979 lipophilic statins 81aNInAILA
LLazil"LlflzdmiLLamaaﬂmad tissue factor (TF) lag monocyte-derived macrophagese'3 WALLTAE
Lﬁaq%aa@Lﬁams“ mMIsunuilgeaadasiumsaunuindnisaaasas monocyte TF activity
114 mononuclear cells mmﬁa@maaﬁﬂ’ssﬁ"tﬁ%’umnhéfmﬂ'é"wﬁ'ﬂa AMEURAINNMIINH
Al simvastatin35

anyhassniafealunmidurnduiunguionuazniiaini thromboxane axaand
Lﬁagif'ﬂaﬁﬁﬁimaama‘magovlﬁ%’um statins Wasaniansi Ao uudaizesdTuam
Toasaaioaluntisnaaniianiiinade membrane fluidity uazdnisugaiunuinsaiiaanse
1a8AITUNIU prenylated proteins "?'iLfluiuLaqaéﬂﬁ'ﬁymaam:mumﬂm:mjmaam%mﬁa@

. 3-6
(aggregation)



Atherosclerosis lkaz autoimmune rheumatic diseases

ﬁﬁ]ﬁ;ﬁ’uﬁ: atherosclerosis (AS) gnuEmhLﬂunéjummﬁ@ﬁﬂ@ﬁﬁmié‘mam%ﬁoiw
@28 I@lﬁﬁmim:ﬁuua:msﬁﬁmmﬁaqmamﬁa@ LLa:ﬁﬁvLiJgim‘SLﬁ@ atherosclerotic
plaque™ LﬁaqwﬁwaaﬂLﬁamuﬁ@migtyLﬁﬂqmamﬁ]ﬁmmiwﬁdﬁwamﬁa@ v l#ifa pro-
coagulant features Waz TNINNTSUTINGIVOINTAEEA" IAANITLAIRMISNLELLAWIET
lagd macrophage infiltration ﬁmiﬂél'{) pro-inflammatory  cytokine LaziN1IRINY
metalloproteinase Mld plaque Tty Lﬁ@ﬁsamwﬂﬁ fibrous cap LRZATNNIGINITUAN
sanufAnauAon”

Tsawalauaznaaaidan (cardiovascular diseases) ‘ﬁLﬂuNaﬁl’m accelerated AS 1T
ﬂaﬁ'ﬂﬁéﬁﬁmﬂaa mortality L&z  morbidity 1%n5§u1mgﬁ§wﬁ'miammaaﬁ@ﬂﬂa ( systemic
autoimmune  disorders) (3‘].]17% 2) NNSANEINIITELIAINNRANENTAN SN %lﬁl,ﬁu
ANMNFUNUTURY premature AS wazlsaLaaLaad LLa:/ﬂ%aIiﬂ"ﬁaé‘maugmmam&g"‘o iaya
luiguﬂ@aadLLa:ﬁﬁmmmsﬁnmﬁmuma‘hmumnﬁ%sLﬁLﬁuﬁ\amwwé’nﬁry,aﬂ'ﬁﬂﬂﬁ%@
3¥1919 antiphospholipid antibodies (aPL) waz accelerated atheroma41 URZWLRTI 89
LTULAEIN I systemic sclerosis uazlu primary systemic vasculitides‘lz_43 uaﬂmﬂ‘f:ﬂ'\‘iwuﬁ
qﬁﬁmitﬁ“ﬂm sub clinical AS Lﬁumﬂ%ﬂugﬂ’m autoimmune rheumatic diseases

o a o d a { 44
(AIRD)lagiinangiuanmatsziinlagmwisfusziadasiioiaun

Traditional Non-traditional
risk factors risk factors
Cholesterol Anticardiolipin
Hypertension Anti-oxLDL
Smoking AECA
Obesity ANCA
Diabetes anti-nRNP
Family history anti-LPL
Endothelial
activation
Additional thrombophilic
NO production 4 Endothelial risk factors
Adhesion molecules 4 dysfunction Anticardiolipin
Lupus anticeagulant
EC-dependent FMD ¥ l
pwa t Atherosclerasis
IMT 4
Cardiovascular event
CVA
Angina
Myocardial infarction

31]1'7; 2. Simplified schematic view of the development of cardiovascular disease in patients with systemic
autoimmune disease Anti-ox LDL = antibodies to oxidized LDL; AECA = antiendothelial cell antibodies;
ANCA = antineutrophil cytoplasmic antibodies; anti-nRNP = antibodies to nuclear ribonucleoprotein; anti-
LPL = antibodies to lipoprotein lipase, NO = nitric oxide; FMD = flow-mediated vasodilation; PWA = pulse-
wave analysis; IMT = intima-media thickness. (@‘i’mtﬂmmn Bijl M. Endothelial activation, endothelial
dysfunction and premature atherosclerosis in systemic autoimmune diseases. Neth J Med 2003; 61: 273-7)
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A13197 3. Summary of impact of statins in autoimmune conditions

Model of

autoimmune diseases

Mechanism of actions

Statins (ref)

APS

Inflammatory arthritis

Rheumatoid arthritis

EAE

EAE

EAE

EAE

Primary cultures of
rat microglia and
astrocytes

Multiple sclerosis

In vitro:
—Inhibition of endothelial adhesion molecules (ICAM-1) and E-selectin
expression

In vivo:

—Inhibition of thrombosis

—Decreasing of adhesion of leukocytes to endothelial cells
—Inhibition of ICAM expression

In vivo:

—Inhibition of severity and progression of arthritis

—Inhibition of Th-1 cytokine responses (TNF-alpha, IL-12, IL-6)
—Inhibition of production of anti-collagen antibodies

In vitro:
—Reduction of monocyte proliferation stimulated by anti-CD3/anti-
CD28
antibodies
—Blocking of T-cell-macrophage interactions
—Inhibition of IFN-gamma release from monocytes of peripheral blood
and synovial fluid

In vitro:
—Reduction of disease activity score
—Reduction of CRP and ESR

—Prevention or reversion of chronic and relapsing paralysis

—Induction of secretion of Th2 anti-inflammatory cytokines (IL-4, IL-5,
1L-10) and TGF-beta

—Suppression of secretion of proinflammatory cytokines (IL-2, IL-12,
INF-gamma, anti-TNF-alpha)

In vivo:
—Reduction of inflammatory infiltration into CNS

In vitro:
—Inhibition of antigen-specific response
—Inhibition of T-cell proliferation

In vivo:
—Inhibition of T-bet, NF-kB, STAT 4 signaling pathway
—Decreasing of differentiation of neural AG-specific Thl cells Th 1to
Th2

shift

In vitro:
—Inhibition of Tcell and leukocytes migration across blood—brain barrier

In vitro:
—Reduction of basal or stimulated prostaglandin E2 release from
cultures

of microglia and astrocytes

In vitro:

—Inhibition of proliferation of monocytes

—Reduction of expression of adhesion molecules on T cells and MMP-9
—Downregulation of chemokine receptors on B and T cells

—Reduction in Gd-enhancing lesions

Fluvastatin (53)

Fluvastatin (63)

Simvastatin (45)

Atorvastatin (46)

Atorvastatin (55)

Atorvastatin (56)

Lovastatin (57)

Lovastatin (58)

Lovastatin and
mevastatin (64)

Lovastatin,
simvastatin,
mevastatin (65)

AG—antigen, APS—anti-phospholipid syndrome, CNS—central nervous system, EAE—experimental autoimmune
encephalomyelitis, ICAM-1—intracellular adhesion molecule-1, IFN—interferon, IL—interleukin, MMP—matrix

metalloproteinase, NF-kB—nuclear factor-kappa B, STAT 4—signal and transducers and activators of

transcription

4, T-bet—T-box transcription factor, TGF—transforming growth factor, TNF-alpha—tumor necrosis factor alpha,
CRP—C-reactive protein, ESR—FErythrocyte sedimentation rate, Gd—Gadolinum. (aau1)a91n Gurevich VS,
Shovman O, Slutzky L, Meroni PL, Shoenfeld Y. Statins and autoimmune diseases. Autoimmun Rev. 2005; 4: 123-9)
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PURNAALT IR OALRA

329319018

Vital sign: Temparature 37.30 C, pulse rate 130 beat per minute,
respiratory rate 28 per minute, blood pressure 119/73 mmHg

General appearance: mild pallor, no jaundice, no dyspnea

HEENT: dry lips, dry tongue, mild pale conjunctivae, no lymphadenopathy,
no oral ulcer

Respiratory system: normal breath sound , no adventitious sound

Cardiovascular system: normal S1 S2, no murmur

Abdomen: soft, no tenderness, liver and spleen impalpable

Perianal: deep clean-base ulcer 1 cm in diameter and 2 cm depth at
coccygeal area, no discharge

Extremities: erythematous indurated skin at both axillary fold (31J°7'i1), and
posterior aspect of both thigh with tenderness, inguinal and

axillary lymph node impalpable, no sign of joint inflammation, no

pitting edema (Ellﬁ 2n,27)

§1Jﬁ 1. Erythematous indurated skin at axillary fold



29

gﬂﬁ 2. Erythematous indurated skin at posterior aspect of right thigh (2 n) was left thigh (2
) Neurological exam: CN within normal limited, motor power proximal gr lll-IV, distal gr IV

both extremities, reflex all 2+, BBK plantar flexion both sides, sensory all intact

v & v
N13A3I9 ﬁ‘.u AWLUDIAW

CBC: Hb 8.5 g/dl, Hct 27%, WBC 23,500/mm3, band 21%, PMN 76%, L 1 %, PIt
426,000/mm3 peripheral blood smear 1" lény autoimmune hemolytic anemia

BUN 72.8 mg/dl, Cr 2.6 mg/dl, Na 132, K 4, HCO 20.1, Cl 99 mEqg/L, Ca 9.2, Po 7.6, Mg

2.6 mg/dl

LFT:  Cholesterol 90 mg/dl, Alb 2.4 g/dl, Glob 3.9 g/dl, TB 2.2 mg/dl, DB 0.9 mg/dl, AST
27 U/L, ALT 37 U/L, ALK 421 U/L, GGT 90 U/L, CK 10 mg/dI

UA: SpGr 1.010, pH 8, albumin negative, WBC 0, RBC 0

Film both hands AP and oblique views: juxta-articular osteopenia, no bony erosion

Chest X ray: Interstitial infiltration both lower lungs



Problem list 1u;§ﬂamwﬁ?ﬁa
1. Chronic symmetrically polyarthritis
2. Erythematous indurative lesion at both axilla fold and both posterior aspect of
thigh.
Perianal ulcer
Prolong fever
Proximal muscle weakness
Autoimmune hemolytic anemia(AIHA)

Acute renal failure from prerenal cause

© N o g o

Cholestasis

Discussion
Hilemeflidywn chronic symmetrically polyarthritis 10 @aw uwnidl#nyifadn
Lﬁmﬁmﬂﬂswﬁaé'maugmmU@T LL@iLﬁaﬂmsmﬁayaﬁwmuﬁa NYTIALATNNTATID
. e v 2 oaa . ¥ . . o .
iwqmm'mmwamsmw%mmwumusl,u;dﬂamwﬁ AIFaINaITIa I AT brail
L. & &4 Py @ v ey A A . o Ao a I3 aa o
admission moummmaaﬂummsmwaﬂgﬂ'swagma"l,u Feumehasdinmain1sifaay
rheumatoid arthritis laieisy WafiasanwiuemIngihemnwuwwndluassiiildmann
Tnvifiadousnlanldidu 3 ndulnajfe
1. amanswuaiipiiasiudlsaduagitin naznihanduldldfe
1.1 ngu infection lasiawizlunguvas indolent infection @I8HNILTU
tuberculosis, melioidosis, cytomegalovirus, human immunodefciency virus Fypralamsthe
o o ad & o % A o o, A & I o o
i) "lmf,;m WREHAUIUANNA L6 LLazﬂmIﬁgﬂwummsmnmumaLﬂustwzvlmumisﬂm
@‘Tmmn@gﬁ@fuﬁ'uimﬁw
wEa 19 lIAMNAIFBININNTATIVRUAUANLAY lasnTuaInILTaLaY
FUAUINAALTDIINNNTATIVINNE WHANNY LR Lﬁa@LﬁaLW']:L%aLLa:ﬂ”augn%a
1.2 Nga connective tissue disease Nifia13ld wianAuuazthadafidulyle
fa
1.2.1 adult still's disease LLﬁﬁumadQﬂamLa: Fun Watdeau lunTeus
A > A = A g ' = o o o
wraaaz baildanwaeMmduiuuuawriawtnnizi agnelsfanld wazainisuiads Agadn
ANBUsIABYaIAIEE wniuaunusinTIianswad Yamaguchi 1udl a.a. 1987 luﬁjﬂw
A o & Aa o R o A . ' ) & &
NefvumNnurnItaenan ldies 1 Tefie arthralgia 310NN 2 FUANR FIUNUNNNT
aa o v 1 et a a o et & Qs 1
FRauToINNEd 1 To WuwnuAa IANNRIUNAVEINIITNIUVEIAY TIHINATULNUINNT
Faapndssandoinmsiniiasy 5 Tolaodasiiosnatay 2 INUNANTINIDURAN A%
AIIATIVRLAWANLGNAD N1TATI2 ANA (antinuclear antibody), RF (rheumatoid factor) a4l

J & &) A 6 aa a e A '
ﬂ'TJx%NEﬂ"ﬂtl,ﬂuﬂ'l_lLLﬂZLﬂuﬁ%ﬂluLﬂm‘ﬂﬂ’ﬁ'ﬂ%‘ﬂﬂﬂiﬂﬁ @933 serum ferritin level TIITWUIN



ga%umnn’h 1000 lunzil ednelsfianumyafieds adult stil's disease Wuazdasusn
mmq'é‘uaaﬂ"l,ﬂriau
1.2.2 systemic lupus erythematosus (SLE) N13WU autoimmune hemolytic
anemia wazamsmsdarnlidafisnngd agnslsinusnwasinlunoisslilsan v
ﬁuﬁag’lummﬁmﬁﬁaiymm SLE @469 uaammwﬁmﬁﬁﬁ]iyﬁuﬂﬁa’mlfﬁ"]vlﬁﬁ'um’azﬁ
Aonsamaiaiudunig AIHA M3a329m9 serology laur ANA, antiDNA, LE cell uazaas
winangudn g lény SLE
1.2.3 systemic vasculiis 19814 Uaada Auuazainsma systemic aug
16 wianwuzvasfiusalilsanwazfinyulu systemic vasculitis wdaIdaINBIRIMANTINEUY
Tumstieifasouenlsndiy 1w mIanaenosineniineilaafationasmngs
anwludan  ameduilerasfmiamneansacaasinaraiudnwmsinylunasaiidan
anLE ber
1.3 mj&l malignancy laganz hematologic malignancy laun lymphoma f‘é\‘lﬁ
19 1aade Sdaniundesla JanwAaUndvesmsvinauwsassy wasdiwldiuin wioens
W paraneoplastic syndrome 31N solid tumor Al mﬁamamsmm%nﬁmﬁmau
LTULALIN N13M3239 tumor marker (alpha fetoprotein, CEA, CA19-9, CA 125) a1thelu
rm‘uaamﬁmuﬁwﬁ‘ufﬁ‘umiﬁmﬁaﬁmwﬁauagji"LGT
1.4 n§u spondyloarthropathy foradwlylaae spondyloarthropathy AaunnE
U inflammatory bowel disease Lﬁaomﬂﬁﬁugu%m(:ﬁdmmﬂué’n‘iﬂmzmad erythema
nodosum) TINAUMsHLNaRUS MY enaluanmiimadoudanie fistula annluginas
s lduwdmomiudnwasinuldln Crohn's disease fild MsvimMsdaduwLiiousIBuNe
antulunItaay
2. mmiﬁy’mmLﬁemnmis?mL‘%‘vaLLmn'fEauLﬁmmnmivlﬁ?umn@gﬁ@j&ﬁ’uluﬁﬂw
ﬁLﬂuBﬂﬁaé“maugmmaﬂﬁ asmvl‘sﬁmuﬁwadmmsﬁmﬁﬁaﬁﬂiwﬁaé’nLauguwmaﬂﬁfulu
;&'ﬂ’mim‘l‘iﬁlﬂm 3 48 @a chronic symmetrical polyarthritis, inflammation of small joints of
hand, involve metacarpophalangeal and proximal interphalangeal joints wita laiasuany
mmsvi{mﬁﬁﬁ]ﬁfyﬁﬁ'dL°1T1°1hﬂdmwwﬁwvlﬁﬁ'uﬁaé’maugm@am?"lﬁ udnssttandeldfaswos
wrnazad lTaugiullde é’nwmzmaaﬁumaa@ﬂ’mmazﬁwiﬁﬁu panniculiis  (LARAI
ﬁaasa@ma%mﬁmﬁaﬁuﬁu) Famsdadeunsniefiflansm:  prolong fever TawALAW
panniculitis oA
L%@Lmﬂﬂﬁﬂ Ao Tuberculosis, Leprosy, Yersinia Ve
L%@iﬂ fa histoplasmosis, coccidioidomycosis 1T uein
AIRDINTIIMEUNUINTRALT B UAZATIIW T DL TN A UM AN A 1392
M3aAEedsldun MIATIILENRE WHALSBATUNLEEY gram stain, acid fast stain WAz

wright stain  §9WEBaUUAISY LWL BRIMITALAZITENNENAS  LREATINNINUKA



USMAUNUAIE  N1IAII9  tuberculin skin  test tWazanlunRInuMIGaLTaIlTA
UANINAAIFDINTIVB AT NUTBIN B I NaF UM IGaTanwlutesraslasianzilluay

al o o . a & ' a
1H8991NNINTIINTINNUVBIAUNLE alkaline phosphatase L‘W&Igd‘ﬂuﬂ’)'ﬁ.]ﬂ@l

mimﬂﬁ)ﬁuﬁ’mﬁ'mﬁu
miﬁuﬁmﬁagL%aLLa:m@‘i’]Lmﬂwadm’iaméa
Sputum gram stain, AFB, mAFB: no organism
Sputum culture: no growth
Hemoculture: no growth
Staining fluid from perianal ulcer gram stain, AFB, mAFB: no organism
Fluid from perianal ulcer culture: Proteus mirabilis, Krebseilla pneumoniae
Ultrasound abdomen: fatty liver, no focal mass or space occupying lesion
CMV IgM: negative
anti HIV: negative
Tuberculin skin test: negative
CT abdomen: Uné
CT chest: chronic interstitial lung with possible residual thymic tissue
mIaTesufwiarwmlsafianafisndas
ANA, RF, LE cell, antidsDNA, VDRL: nonreactive
Direct coomb’s test: positive
Skin biopsy ey lobular panniculitis
serum ferritin 1479
CA19-9, CA125, CEA, AFP: a%islummsﬁﬂﬂa
gluteal biopsy: vascular proliferation with chronic nonspecific inflammation
PnuamIasFuTwRdurinldmansasenlsasnslinsenldde
1. SLE Wlosanitosofiazwy ANA negative Tuwnedilsndsfimamisy
oy
2. Malignancy LﬂaGQWHmmzf:ﬁ'ovlsjﬁﬁé'ﬂgwu%'@Lﬁm
3. Spondyloarthropathy Lﬁaaﬁ]’mﬁ'ﬂ&iﬁﬂé’ﬂgﬁwﬁ'@wuvﬁmﬁmﬁ'u
uanmnft@ﬂwﬁ'ﬂﬁ%’ums electrodiagnosis Rarwensamwassnsdnauiia
BOUUTIVBILVUINEINGU HANNTATID electromyographic (EMG) wuindnlény myopathy
%amauwwﬁﬁ@uavlﬁmnmmmqﬁuﬂ Wiy e limansnetunglddelsedile
Fhaanusnlsald lagldsensramvinanuvassusesdwuin FT4 0.42 (0.78-2.11), T3 26.46
(80-200), TSH 9.33 (0.2-3.2) F913|& L primary hypothyroidism



Lﬁaamﬂpjﬂ'sUﬁvlﬁgm"mLLiﬂ’fiavl,@T%'ums%'ﬂmﬁw cefoperazone-sulbactam  a@gN
prednisolone 11w 15 Taansudatu uscldmminnivaaaiden wasnliamnimmaea
1380 HaM3ATIIMTuesladdn e creatinine anasuMas 0.8 mg/dl mATONANT
AN LRTsasTTaade RS lanas UM TRiasINE BN T wLAS
§1 hematocrit i§8991NN3% autoimmune hemolytic anemia unnigauaisialinisinmlan
\n prednisolone il 60 Hadnsueath ussld eltroxin La3nBIN1Iz primary hypo-
thyroidism Qﬂmﬁmmsﬁ%u%é’ammﬁwm prednisolone foldaaas axmswitesiwdsaiu
Waz hematocrit 1ANAwIuTasa: 31 wasanU3U prednisolone 1w 60 Hadansule 3 u
2 mMInauLdasandai iz waznauwiosndn loanndu ieenvns uwndgauales
@379 chest X ray SnsoEmemnsIainagnléiy interstitial infiltration AdunmILAY uas
linumsasnulasasnmwisalaataiam %ﬂﬁ@mame:sgwLL@iﬂ'avlajwm%aﬁLﬂumm@;
WazLl099N NHAATIININUBEIT LSS WuTmstRNAuYes alkaline phosphatase ajanan
%ﬂ@i’%’umsmm%uﬁ:amﬂéfuLﬁ'aﬁumﬁaﬁﬂummq seninildlsuuasueujiualu
meropenem #aINUTUENF 1 0 Qﬂawaumnﬁuﬁmﬁaﬂmﬂ%aamﬂmﬂh warlaasie
el wy acid fast bacilli lulanne (E‘U‘ﬁ 3) LLazNami@ls’m%uLf:aéfuwu multiple small
epithelioid granuloma $18AUT acid fast bacilli positive 39lin1Iinmlasminsiulingas
IRZE (isoniacid, rifampicin, pyrazinamide, ethambutol) #AIN ATV NI LIADINNT
;jﬂaﬂﬁ%umuﬁwé'mummmna@Lﬂ%ﬂd“ﬁammmlaavl,@i” 48089 hematocrit AsAiuazan L0

v A P @ @ v a
"Ha“nmﬂ&lagmumi@EJVLNGIE]diUEJ’lLLﬂﬂ’J@]maE]ﬂLaU

E

} -

gﬂﬁ 3. LW&9J acid fast bacilli mmaummm;&’ﬂm

aslnsiiteas Iu;‘ij'ﬂ'ms'mf:ﬁa
1. Disseminated tuberculosis (pulmonary and hepatic tuberculosis)
2. Poncet’s disease
3. Erythema induratum
4. Autoimmune hemolytic anemia related to tuberculosis infection
5

Primary hypothyroidism
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L%ai'misﬂmu'ﬁnﬁ'ﬂﬁl,ﬁ@a'm'ﬁvl,ﬁwqm:uuma\ﬁf'mmy unslussuunduitauas
4o srmmatefinuldanigaimlsa sansoudsasniungu senuduntsasmIaazeld
Gt fio
1. Spondylitis (Pott's disease) ﬁaﬁmﬁm%aﬁm:@né’u%é’a
2. Arthritis DS UWNANEIUAUITAT TS NIED G351
- Peripheral joints [Humsdadeludosulasasiroms
- Axial joints L'ﬂumiﬁ@L%alud’mmaa*‘ﬂ’aLmuﬂmd"uaas’wmﬂﬁvlsﬂﬁmz@ﬂﬁuwé'd
o laun Josdianz@niinTu 4o stemoclavicular 1uein
3. Osteomyelitis ﬁama@m‘%@lum:gn
4. Soft tissue infection
Tenosynovitis
Bursitis
Myositis
Other soft tissue infection
&% Poncet's disease W38l38n8n%01 Tuberculous rheumatism’ (3u5NN5UT38N8
Snemzpasnsiiaoudl a.a. 1864 lag Charcot %é‘amn‘tfuﬁ;jmimﬂé’nwmmumﬁmﬁ’u
lutl a.¢1. 1871 lae Lancereaux LL@i;‘?ﬁlﬁ%a Poncet's disease Aa Anton Poncet’ diaunfii3uil
;jj'cﬁ'ﬂmu:f:mﬂ%ul,t,a:ﬁmiﬁUmu@:ﬂaﬂlunawia6] N Poncet's disease Lilunnazfifing
ANLELTDITaNANY Fauvusuinasluasfinmsaadaimlsafidunisaulasazdaslainy
midageludafiinmisniay funifinudesfefidaiinguasiiowsarin’ wafiswsanule
ludolnaitn Tawnusstourhldisuny’ wnusmiumsaadeinlsaluden lugaudaiu
Yoa Saulsadaninnies®’ vﬁaLLﬁLL@ifmIsﬂﬂs:@ﬂﬁwé'f wazanadwianawnIINLNT
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snwuzarduitefiwaznudafagld winBanmwazlinusnusuziunueswia caseation
anaIT guudslinuuita  udizadiieannmsiinineusuasesiiduiunialnduas
' ' . g 12 v a . A o
T19Meeia tuberculoprotein VadLlTa ~ ¥inlALAa immune complex lunszuaifon wazluaums
fibaydarmlwiimidnisusastoauu  udzdinadilinnaufivziia  Poncets disease
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tﬂl dl &) Yo 0/ g; = ! g’ v v ‘ﬂﬁz v
‘ﬂ’]ﬂﬂ’]’)tﬂu‘ﬂﬂ’]"ﬂLﬂ%ﬁ’]l.‘]ﬁ@laﬂﬂlﬁwl.@ﬂﬁ]u muummmamvlmammmuww:mammaua



a'mé'ﬂwmxmdﬂ’mﬁfaﬁwuvlﬁ‘lu;jﬂ'ssi’miiﬂﬁuLLﬁaaamflu 2 NENAWENNAVEY
a A & 15
MILNANKAD
1. Huiliaanmsaaitaimlsafiinis (ture cutaneous tuberculosis) G9a13Lu
NAIINMIIUENAEIRIIINIERIBTUINANERONIIINIOA L ﬁulumjuﬁa:mmmmm
wuige ldnAulasasandnnmIdoNia WLl TaUazMIATIAAILAT  polymerase chain
reaction (PCR) ﬁuluﬂﬁjuﬁ%lﬁuﬁ tuberculous chancre, tuberculous verrucosa cutis, lupus
vulgaris, scrofuloderma, orificial tuberculosis, miliary tuberculosis, Was metastasis abcess
A A& Av o ' A Ada ' LA
2. HwfidunsannmInausuasuoiidunuaasinne wiafiiiundt tuberculid 49
ﬁ]:VLaJ'mmmmwwuL%avlﬁiluu’%nmvl&i:ha:@hﬂmiﬂaw@l,%a AL TERIBNIATIAAILID
PCR ﬁusluﬂsiuﬁvlﬁuﬁ lichen scrofulosorum, nodular tuberculid, erythema induratum,
papulonecrotic tuberculid
A o, Aa A v A a & o \ ' a A
sm;dﬁhwummsmamwmmﬂ@mﬂLmaamisﬂaaulwryazuawnwsluszuuau6] 289
MBIV d’suﬁuﬁwulugﬂ’smmﬁﬁfuwamimw%mﬁmﬂu lobular panniculitis 1%
o A o v A . A = . [ A A & A
SN eI lanuRk erythema induratum w911 tuberculid aﬂwmzmawuﬁmﬂuwug}mma Gl
& 216 { o o
WA9  UNIERINITDLANDBNLTULKE b9 mummaaﬁuuﬂﬁLaumuﬂuﬁﬂmaﬂi:mm 1-2
P’ o , A @ A ' @ @ v 17 & o, Yo A a %
LuAlNes duwrisnnulavenfe wad wun dup A1 LAz %ogﬂammﬁmumnmmu
11 waziu lashuntuduunawanaanmleununfusseneliluiusiion Auansaseldum
Wutnsaanamelatasluingn 3-4 deuussiviofisasunatduwiinnudR lusiwduing
@ v & 17 o R ¥ &
ANWULLUNUL  tuberculin skin test ANLUwuIN Lm;dﬂ’samyﬁ tuberculin skin test bajtiluuan
mmﬂmwmz@ﬂm%ﬁummﬁmauﬁﬁaumsﬂ@aau tuberculin skin test
ANBUTNIINNTINGNITWUNITANUVDILTAR MR  LATBIINUNIIONLEUVDINADA
A A o 18-19 @ A P&V v g aa
\RaARIaANM L Tad granuloma TINFERIa AL wanaINnRNINTILas3T immuno-
histochemical labeling WUl T lymphocyte, monocyte, macrophage, L8 langerhans’ cell
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mediated hypersensitivity reaction) LLm'ma"l,ﬂmim@Nm:aﬁmymnaﬁuquﬂumauauaa
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07.00-08.00 . Breakfast Symposium
“Update in Cholesterol Management for Rheumatologist”
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12.00-13.00 #%. Luncheon Symposium
“Management of NSAIDs Induced Ulcer”
FAWN. AN ATUNT

¥ & a = a aa
[11) ‘Viﬂ\‘i‘l]izﬁq&l T 12 1AITLRANNILLINYIA T‘Jﬂﬂﬂ’]ﬂ’]ai'ﬂi’)ﬂ

19.00-20.00 #%. Dinner Symposium
“Immune Disease and Uveitis : How to Make a Holistic Treatment”
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1 WE8w 2550
08.00-09.00 %. Breakfast Symposium
“Salagen : The Right Therapy for Treatment Sjéogren’s Syndrome”
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12.30-13.30 %. Luncheon Symposium
“Reviving Bone a a Living Tissue : New Innovative Treatment in
Osteoporosis”
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18.00-19.00 #%. Dinner Symposium
“An Emerging Role of Pharmacoeconomics in Anti-TNF Therapy
Selection Process in Rheumatoid Arthritis”
Amitabh Singh, M.D., USA
2 WN¥En 2550
07.15-08.15 %. Breakfast Symposium
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“Role of New Anti-TNF (Human Monoclonal Antibody) : Adalimumab in
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The 8" International Congress on SLE

May 23-27, 2007

Shanghai, China

Lupus2007 Organizing Secretariat

Chinese Medical Association

42 Dongsi Xidajie, Beijing 100710

Contact Persons: Mr. Fred Feng, Ms. Chen Chen

Tel: +86 10 8515 8145

Fax: +86 10 6512 3754

Emai: lupus2007@cma.org.cn; chenchen@cma.org.cn

13" Congress of the Asia Pacific League of

Associations for Rheumatology

September 23-27, 2008

Pacifico Yokohama, Japan

APLAR2008 Secretariat

c/o Japan Convention Services, Inc.

Kasumigaseki Daido Seimei Bldg. 18F

1-4-2 Kasumigaseki, Chiyoda-ku, Tokyo 100-0013, Japan
TEL: +81-3-3508-1214

FAX: +81-3-3508-1302

E-mail: aplar2008@convention.jp
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31 Awran 2550
07.00-08.00 . Breakfast Symposium

“Update in Cholesterol Management for Rheumatologist”

12.00-13.00 #%. Luncheon Symposium
“Management of NSAIDs Induced Ulcer”
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19.00-20.00 . Dinner Symposium

“Immune Disease and Uveitis : How to Make a Holistic Treatment”

1 w8 2550
08.00-09.00 #%. Breakfast Symposium
“Salagen : The Right Therapy for Treatment Sjégren’s Syndrome”

12.30-13.30 #%. Luncheon Symposium
“Reviving Bone a a Living Tissue : New Innovative Treatment in

Osteoporosis”

18.00-19.00 #%. Dinner Symposium
“An Emerging Role of Pharmacoeconomics in Anti-TNF Therapy

Selection Process in Rheumatoid Arthritis”

2 L NE8 2550
07.15-08.15 %. Breakfast Symposium
“3a91aLN8INY Artrodar”

11.30-12.30 %. Luncheon Symposium
“Humananize Target Therapy for Inflammatory Arthritis”

a Al 6 a I3 I3 o o o o S
13 Tsoumaﬂsawaﬂ 2ata2 naan wana a1 anarza ﬁ)ﬂﬂ?ﬂLW?ﬁlﬁ






