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Systemic sclerosis (Scleroderma)

A review on pathogenesis and therapeutic options
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A review on pathogenesis and therapeutic options
Department of Medicine, Faculty of Medicine, Khon Kaeh, University.
Systemic sclerosis is a widespread disturbance of connective tissue that

involve the skin and various organs including the heart, lungs, kidneys and gastroin-
testinal tract. Pathogenesis and therapeutic options of this disease are described in

.
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Scleroderma lﬂﬂiﬂﬁﬁ clinical spectrum
nAmmaniesnlfiiu 5 ngudesdisiune
1. Systemic sclerosis
1.1 classié disease v:AovsznoudI
clinical criteria #1711 American Rheumatism
Association (ARA)
major criteria
- proximal scleroderma (bilateral and
symmetric sclerodermatous changes
in any area proximal to metacarpo-
phalageal joint or metatarsophalan-
geal joint) 91% specificity
minor criteria.
- sclerodactyly, digital pitting scars
and bibasilar pulmonary fibrosis
1 major M39NINAN 2 minor criteria
vzwulu 972 weavdthy definite
systemic sclerosis.
1.2 CREST syndrome

1.3 ‘overlap’ syndrome

2. localized scleroderma

3. chemical induced scleroderma-like con-
dition

4. Eosiniphillic fasciitis

5. Pseudoscleroderma ‘
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- U adult rheumatoid arthritis
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wnvedlsavigithesmuunndde  Raynaud's
phenomenon Maricq et al® 1dinsane
vaonilaoarey 171 14y (nail capillaroscopy)
wuhdsiuiuvaenidaonanay (devasculari-
zation) AMa19 nucleus YOI endothelial cell
AT endothelial gap N319%1 mmsﬁﬁmﬁ
nazAulmiAAMIMa1y  endothelial cell V02
ﬁaamﬁaﬂﬁﬁa spe::ific circulating factor (cyto-
toxic factor)® daanisaanmylduszio
jovaz 40 1u serum ‘UENQI'J’J?J progressive
systemic systemic sclerosis msﬁaﬂdnﬁqm—
auanuaenuiou LAYMIEDUMY trypsin
i non-lipid extractable protein YHIA 67,000
daltons AAY lymphokines n3o lowlipid extrac-
table protein m'sf’:mmmv‘haw endothelial cell
vowapadeauadulen uazvasaidead
umbilical 1§ cytotoxic factor. ﬁﬂﬁmadn"lst]"a
il ewszgnaduiulagszuy im-
mune YBITWNY (autoimmune disease) H%E)Qﬂ
n3zAulAy  toxic substance MYUDNINMYA
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Tsniiozdl antinuclear antibody'"), antibody %1
collagen type I, III L1y IV, antibody A0 fibro-
balst 119Y smooth muscle, rheumatoid factor,
cryfibrinogen 1) wh lupus band test filvinavn

furin®

Tuszyzusnvealin Wosimaharsvea
endothelial cell 93 platelet N1UMAY (adhe-
rence and aggregation)‘luU?nmfiﬂ injury Hag
Uaoums vasoactive amines® Vil¥inasaidon
N permeability wi'uixm plasma fluid awhoanhl

N endothelial gap NINYuIe perivascular

edema AU IMITUAAMNAMTUTuLLY
U'Jnﬁdﬂﬂ"lﬂﬂu (edematous stage) HONNNT
platelet dwlaouensiiilu Smooth muscle mito-
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f;ﬂﬂﬁﬁﬂlﬂu mononuclear cell l'Hfh'li @
Moy T lymphocyte 1a91AMIANET T cell
Subpopulation ’luTsﬂffmeﬂ T helper/T sup-
pressor ratio M'u%u(‘) '-‘Iédami):tﬁﬂmﬂ T hel-
per WS iy wie T suppressor anaafi 14
WONMINUEINUT T helper Smahaumuay
Uaaumawin lymphokines oonuINIzduld fi-
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fmnanudrnshimiadn collagen
proteoglycans LY fibronectin aaﬂmmnnh
Und  miradnediaseiuiiiisdananld
sonegd luamwlianysoified  subhydroxy-
lation 8¢ Subglycosylation Wilvk collagen

fibril NdnvmMeAd1y  immature embryonic
type Ll’ﬂ.:: N-terminal extension polypeptide ﬁ
enadduilimnsoimvind feedback me-
chanism |#®819eNYy 300 fibroblast $3111113
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MISNY (Therapy)
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1. songninnasaiden aamume
fMeunIadon WU Aspirin@®, platelet in-
hibitors‘ ', heparin(® e tniilivasaiden
Yy1wiI (Vasodilator) 13U * Nifidipine®?, pra-
zosin'®, Spironolactone!'" Ketanserin-seroto-
nin receptor antagonist®® (1Qg brbstaglandin
E-1® ‘édlﬂuﬁd vasodilator I8¢ potent inhibi-
tor of platelet aggregation

2. PAMINNUYBY  mononuclear cell
T Windouiudausnaidmisniausey
vaoadon 1dud Ml immunotherapy 19U
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cyclosporin®Y, antimetabolite (%W azathiop-
rene™”, alkylating agenls (¥ chlorambucil 1D
cyclophosphamide®, ®3amsliwin  NSAID

1% Benoxaprofen'?

3. aamsaiaiazyaey procollagen 00N
NN fibroblast JuA colchicine itaz d-penicil-

lamine®

4. PANMIANYAILAY  metabolism VDI
extracellular collagen 18un d-penicillamine and

related durgs, facter XIII¢'?

uanmﬂfzﬁqﬁmmwﬁﬂﬁaanqmﬂﬁ
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collagen, 1 antiinflammatory agent D uilu
immunnosuppressive drug g1l lums
sowlsail uWiiu hormone mAtEn3 19U es-
triol'” 1Ay cyclofenil!> (diphenyl ethylene de-
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sty u systemic sclerosis ﬁuvﬁﬂw‘luﬂ’cjn
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lsAuaneaoInngy CREST 0 panfie
CREST  umsaunulsadiniiuazi internal
organ involvement Yoy 9193 spontaneous
rc‘emission‘lﬁ’iﬂaﬂﬂ’hﬂa:ll classic disease f;ﬂ
internal organ involvement ¥1ANI1L1AZ01IN TN
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jnuilungdy CREST  ganAndIngw classic
disease taNouaznIIIgyeIgslungu
CREST swouily spontaneous remissionvllj_l%'
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Tsn drianiiuuy subjective HUAMINAVDY
AV MINUBYIATTHIIYEY Raynaud phe-
nomenon 'liiminzivzihuildiananisinm
ﬁﬁﬂfitﬂuuuu objective L¥UMTIA pulmonary
function test M3  esophagogram ua:éuq
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