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> Avtpoc 60 eTtwv, cuvtaélov)oc.

> Attia elo0dou: EAkn SaKTUAWV Kol KuAVWON XEPLWV
oTO KpUoO.

> Mapovoa vOoo¢: Ao 2€tiac avadepOUEVn KUAvVwWon
XEPLWV OTO KPUO Kol €AKN SaKTUAWV pE OUOKOAN
eMOVAWON .

> ATOMLKO QVOVNOTLKO: APTNnpLaK UTIEPTOON,
KOATILKN) HOpHLapUYA.

> 2UVAOEeLEC Katl TPOmoC {wNC: METPLOC KATIVIOTAC EWC
npo 20etiac.
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@awwpevo Raynaud

g
white due to lack of
blood flow, then blue
as vessels dilate to
keep blood in tisswes,

finally red as blood



v

Disorders/factors associated with
Raynaud's phenomenon

Rheumatological diseases

Scleroderma SAE, Polymyositis/dermatomyositis Sjogren's syndrome UCTD< MCTD>
Hematologic/oncologic

Paraneoplastic syndrome,Cryoglobulinemia, Cryofibrinogenemia, Cold agglutinin,
Paraproteinemia, POEMS syndrome

Endocrine

Hypothyroidism
Vascular

Thoracic outlet syndrome, Emboli, Vasculitis, Prinzmetal angina, Atherosclerosis,
Thromboangiitis obliterans

Neurological

Carpal tunnel syndrome, Migraine headache
Environmental

Vibration injury, Frost bite, Emotional stress
Drugs/toxins

mpathomimetic drugs, Chemotherapeutic drugs, Interferons, Nicotine, Cocaine,
Ergotamines, Polyvinyl chloride



Diagnostic approach to the patient
with suspected Rayn henomenon

Diagneostic approach to patient
with suspected Raynaud phenomencn
|

History of cold sensitivity with Asymmetrical events -
pallor and/or cyanosis of digits or single digit only Large vessel _'I_'Eea“
Vasculitis
| Atherosclerosis
-+« — — — — — Thromboanagiitis obliterans
Embolic diseasa
Symmetrical attacks Y Thrombaosis
» x:::'lu:xjrm Digital ischemia with Thoracic outlet syndrome
- spas imicking RP
Mormal nailfold capillaries vase m mimierng
Megative serology
History of causative and
Y -« — — aggravating factors
Primary RP | Drugs: Chemotherapeutic agents,
f—— — — — — — = - I interfercn, estrogen,
| | nicotine, narcotics,
- _ | sympathomimetic agents,
Signs or symptoms of cyclosparine, cocaine,
) s]rsh!rr!u: diseasa polyvinyl chloride,

Autoimmune disease ergotamines, donidine
Scleroderma, LUFUE- Envirenmental agents and injury:
[!tem'_laturnvbﬂﬁlﬁx Sjogrens Frostbite, vibration, trauma

Hmhull-lmpdultﬁ“::l Meuropathy: Carpal tunnel syndrome

y ro

Abnormal cold sensitive proteins
Cryoglobulins
Cold agglutins
Cryofibrinogens

Cancer

Y

Secondary RP
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> AVOOKOTINON GUGTNMUATWV:_

> AVATTVEUOTLKO: XpOVLOC €npoc Bnxag, Kuplwg KOTA TLC
TMPWLVEC WPEC.

> KukAodoplko: Avomvola otnv KOTtwon o
12unvou.

> Nentko: AloBnua Papouc oTo ETMLYACTPLO UE
LETEWPLOUO KL OELVEC €PUYEC, Kuplwe To PBpadu.

OuPOTIOLNTLKO-VEUPOWUXLATPLKO:

&
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> AVTIKELMEVIKN €€€TaoN:

> KaAn oyn kat Bpeygn, amupetoc.

> Aepua: TnAEQyyELEKTAOLEC OTO OTOUOTIKO [BAgvvoyovo,
KUPLWC oTNV €0w eTiidavela Twv XEWEwWV. EAKN o€
armodpopun oto deiktn kol pecaio SaktuAo tou Oetlou
XEpLov, owdnuatwdn XEPLAL HME ONUELA OyYyELOCUOTIOONC.
AlKTUWTA TteAlwon gpdavnc otoug UnNpPouC.

> Qwpokac: TpillovteC oTto TEAOC TNC ELOTIVONC OTLC BAOELC
TWV TIVEULOVWV.

> KukAodopikd: AM 145/85, oduéelc 88/Aemto, dppubuoc
opUYHOC, EVIOVOC TIVEULOVLIKOC 6eUTEPOC NXOC, puonpata

> KolAla- LKO-UUOOKEAETIKO: QubEV




Awktvwtn NeAiwon( livedo reticularis)

Npwtonadnc

Asvutepomadnc

- Noonuato cuvOETIKOU LOTOU
- MepLdpeplkn ayyeLOKr VOOOC
- YrmepyAowotnta

-~ YmepmnktikoTnTa

- Evbokplvika voonpata

- Dapuaka

Livedo reticularis
Livedo reticularis of the

. upper legs in a patient
o with systemic lupus

erythematosus and
Raynaud's phenomenan. This
abnormality involved the
thighs and arms in this
patient, and was
precipitated by the cold
and cigarette smoking.
Livedo reticularis is
caused by capillary
vasospasm and is often
found amang patients with
antiphasphalipid
antibodies. Seversl emall
necrotic areas due to
extensive vascular
insufficiency are also
present. Courtesy of Peter
H Schur, MD.
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EpyootnplOKEC £EETAOELC:

Hct=45,8 %, Hb=15 gr/dl, MCV=88 fl, Aeukd=6.300 (M=60
%, \=28 %, H=1 %),AlponetaAla=220.000 /mm?

TKE=5, CRP=0,3 mg/dl (0T<0.8 mg/dl)

TSH=0,89 pu/ml (®T=0,5-5 pg/dl), TPO/Tg (-)

RF (-), ANA=1/640, dsDNA (-)

ENA (+), anti-scl70 (+), anti-Ro/La/RNP/Sm (-)

AMA/ ASMA (-), ANCA p/c (-)

>

Agpla aipatog: pH 7,44, pCO2=40mmHg, p02=81mmHg.
\>Zrcroe¥pdd_>nua: TLCO=70%( ), Aowmta k..




Serum autoantibodies in scleroderma

Approximate

AN A frequency -
Antigen staining . . CI":"CF_'I . (S Lkl
in all patients associations involvement
pattern
(percent)
Scl-F0 Speckled 10-40 dcS5c Lung fibrosis,
(topoisomerase- isolated
1 pulmonary
hypertension less
likely
RN polymerase | Fine speckled | 4-25 docS5c Renal, skin,
11 nucleolar pulmonary
hypertension
U3 RMNP Mucleolar 1-5 dcSSc, poor Pulrmonary
(fibrillarin) outcome black hypertensian,
men muscle
PM-Scl MNucleolar 3-6 Overlap, mixed Muscle
U1l RMNP Speckled 5-35 IcSSc, blacks, Muscle
polyrmyasitis
aoverlap
Centromere Centromere 15-40 lcsSsc Pulrmonary
(kinotochaore) hypertension,
esophageal
disgase,
"protection" from
lung fibraosis and
renal disease
Th/To MNucleolar 1-7 IcS=c Fulmonary
hypertension, lung
fikbhrosis, small
bowel
At 11012 Mucleolar 1-5 lcssc and dosSsc Lung fibrosis
Arti-ku 1-3 Owerlap 55c Fuscle and joint

involverment, SLE
overlap

Characteristice and clinical associations of the different autoantibodies that may
be zeen in scleroderma. doe==c and lc=ESc refer to diffuse and limited cutaneous

systemic sclerosis, respectively.

Adapted frormm: Nhtvanova S, Denton COF, Autoantibodies as predictive tools in systeric
scierosis, Nat Rev Rhewmmatol 2010, &:112.
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> A§ovikn topoypadia Owpakog:

AAMOLWOELC TIVEUUOVLKNC LvWOoNG LE TTaxuvon Tou
SLAEOOU LOTOU OTOV OPLOTEPO AVW KAl LEGO AoPO Kol
Alyotepo oto 6€€10 kKATtw AoPO. AAAOLWOELC UE
XOLPOKTNPLOTIKA HEALKUPNOpOC o apudpOTEPEC TIC PAOCELC.

> Ynepnyoypadnua (TpinAes) kapdiag:

AeéLa koWla eAadpLd SLaTETALEVN, oONUOVTLKN dlataon
TOU apLotepol KOoATou. KAaopa e€wBnonc=60 %, TAPSE
(LETPNON TIVELOVLKNC Ttieon¢)=32 mmHg (AT

\W-'Wévr]).\




> The prevalence rates of scleroderma-like conditions
range from 4 to 489 cases per million individuals.

> Incidence figures for SSc are 0.6 to 122 per million
persons per year.

> There are regional differences in incidence. Higher
rates are seen in the United States and Australia than
in Japan or Europe, and in blacks than whites.



Scleroderma

> Subdivided into three groups:

1. systemic sclerosis
2. localized scleroderma

3. scleroderma-like conditions (heterogeneous group of
diseases linked by the presence of thickened,
sclerotic skin).

\



Localized scleroderma

> Divided into
1. Linear scleroderma (en coup de sabre) - most

commonly occurs in childhood. Follows a
dermatomal distribution on one side of the body.

2. Localized and generalized morpheae - characterized
by patches of sclerotic skin that develop on the trunk
and limbs at sites of previously normal texture.
Generalized morphea typically spares the hands and
face and is not associated with major vascular
symptoms or with visceral disease. Unlike SSc!!

\




Systemic sclerosis

> Two distinct subsets:
1. diffuse cutaneous systemic sclerosis (DcSSc)
2. limited cutaneous systemic sclerosis (LcSSc).

Subsets are defined on the basis of the extent of skin
involvement.

Patients with limited cutaneous systemic sclerosis
may display features of the CREST syndrome

(calcinosis cutis, Raynaud phenomenon, esophageal
otility, sclerodactyly, and telangiectasia).






Limited and Diffuse SSc—
Skin Involvement

Classification of systemic sclerosis

Limited cutaneous scleroderma
Raynaud phenomenon for years, occasionally decades
Skin invalvement limited to hands, face, feet, and forearms {acral distribution)

Mailfold capillary pattern typical of scleroderma predominantly nailfold capillary loops with
capillary drop-out

A significant (10 to 15 percent) late incidence of pulmonary hypertension, with or without skin
calcification, gastrointestinal disease, telangiectasias (CREST syndrome), or interstitial lung
disease

RFenal disease rarely occurs

Anticentromere antibody (AC4) in 50 to 60 percent but other patterns also occurring in 5 to 10
percent (especially anti-PM-5cl and anti-Scl-70)

Diffuse cutaneous scleroderma
Raynaud phenomenon followed, within one year, by puffy or hidebound skin changes
Truncal and acral skin involvement; tendon friction rubs

Mailfald capill ary pattern typical of scleroderma with dilatation (early), dilatation and drop-out
[(active), and tortuasity with drop-out (late)

Early and significant incidence of renal, interstitial lunag, diffuse gastrointestinal, and myocardial
disease

Anti-Scl-70 (20 percent) and anti-RMA polymerase-I, 11, or I1I (12 to 15 percent) antibodies
Scleroderma sine scleroderma

Presentation with pulmonary fibrosis or renal, cardiac, or gastrointestinal disease

Ma skin invalvement

Raynhaud phenomenon may be present

Antinuclear antibodies may be present {anti-Scl-70, ACA, or anti-RNA polymerase-I, 11, or III)

Environmentally induced scleroderma

Generally diffuse distribution of skin sclerosis and a history of exposure to an environmental
agent suspected of causing scleroderma

Overlap syndromes
Features of systemic sclerosis that coexist with those of another autoimmune rheurnatic disease

such as systemic lupus erythematosus, rheumatoid arthritis, dermatomyositis, vasculitis, or
Sitaren's syndrome,

Pre-scleroderma
Raynaud phenomenon
Mailfald capillary changes (early or active pattern typical) and evidence of digital ischemia

Specificcirculating autoantibodies - anti-topoisomerase-| (5cl-70), anti-centromere [(ACA), or anti-
R polyrmerase-l, |1, or lll ar other hallmark scleroderma reactivity




Table 1. The American College of Rheumatology/European League Against Rheumatism criteria for the classification of systemic sclerosis (55c)*

Item Sub-itzmis) Weight/scora§
Skin thickening of the fingars of both hands extending proximal - 9
o the metacarpophalangeal joints (sufficien: oiterion )
Skin thickening of the fingers (only count the higher score) Puffy fingers 2
Sclerodactyly of the fingers (distal to the 4

metacarpophalangeal joints but
proximal to the proximal
interphalangeal joints)

Fingertip lesions (only count the higher score) Drigital tip ulcers 2
Fingertip pitting scars 3
Telangiectasia - 2z
Abnormal nailfold capillaries - 2
Pulmonary anerial hypertension and/or interstitial lung disease Pulmonary arterial hypertension 2
{maxirum score is 2) Imterstitial lung disease 2
Raynaud's phenomenon - 3
S5c-related autoantibodies (anticentromere, Anticentromerg 3
anti-topoisomerase 1 [anti-5cl-70], anti-ENA Anti4opoisomerase [
polymerase I1T) {mavinmem score is 3) Anti-BNA polymerase 111

* These criteria are applicable to any patient considered for inclusion in an 85¢ study. The criteria are not applicable to patients with skin thickening
sparing the fingers or o patients who have a scleroderma-like disorder that better explains their manifestations (e.g.. nephrogenic sclerosing fibrosis,
generalized morphea, eosinophilic fasciitis, scleredema diabeticorum, scleromyxedema, erythromyalgia, porphyria, lichen sclerosis, grafi-versus-host
disease, digbetic cheiroarthropathy).

¥ The total score is determined by adding the maximum weight (score) in each category. Patients with a total score of =9 are classified as having
definite S5c.



> The diagnosis of systemic sclerosis is suggested by the
presence of skin thickening and hardening (sclerosis)
that is not confined to one area.

> The diagnosis is supported by the presence of
extracutaneous features and characteristic serum
autoantibodies.

> The assessment of skin involvement includes
estimation of skin thickness, pliability (hardness), and
fixation to underlying structures (tethering).

> The modified Rodnan skin score is commonly used as
an outcome measure in clinical trials - rates the severity
of these features from O (normal) to 3 (most severe) in
distinct areas of the body.




GENERAL MANIFESTATIONS OF SSc

Fatigue, arthralgias, and myalgias.

The frequency of these symptoms is uncertain.

In a study of 107 patients with established disease (median 10 years, range 1 to 37 years),
the following were the most frequent symptoms:

Fatigue (76 percent)

Stiff joints (74 percent)

Loss of strength (68 percent)
Pain (67 percent)

Sleep difficulties (66 percent)
Skin discoloration (47 percent)

Less commonly noted symptoms were breathlessness, upset stomach, sore eyes,
depression, nausea, and weight loss.

The level of fatigue in SSc is comparable to that in rheumatoid arthritis, sle, or cancer
patients in active treatment.

The presence of fatigue was associated with poorer physical function and greater pain .



Features of skin involvement

> The extent of skin induration varies. Almost all patients
have skin involvement in the fingers (sclerodactyly), hands,
and face.

During the first few months of disease, it may be difficult to
make a firm diagnosis of systemic sclerosis. At this
"inflammatory stage" of the disease, arthralgia and soft tissue
swelling rather than skin induration may be more prominent
mimicking rheumatoid arthritis or another connective tissue
disease.

The presence of calcinosis cutis, hyperpigmentation, and/or
Wectasia may be helpful in confirming the
diagnosis bu variable and often absent in early disease.




Other prominent skin manifestations

1. Pruritus in the early stages
2. Edema in the early stages
3. Sclerodactyly

4. Digital ulcers

5. Pitting at the fingertips

6. Telangiectasia

7. Calcinosis cutis

\



Ficure 1t Fayoaud s phepomenon. The narrowng of che dagical
pulps and wpoirophy & sugdeiore of bang-term Ranasd s



EXTRACUTANEOUS ORGAN INVOLVEMENT

v

Gastrointestinal involvement -can involve any part of the g.i.t. >50% patients. Most
commonly due to chronic gastroesophageal reflux, also chronic esophagitis and stricture
formation, Barrett’s esophagus, and abnormal motility.

> Musculoskeletal disease-Swelling of the hands, arthralgia, myalgia, and fatigue. Joint
pain, immobility and contractures develop as the result of fibrosis around tendons
and other periarticular structures. Palpable and/or audible deep tendon friction rubs.
Destructive joint disease in a patient with SSc may suggest an overlap syndrome with
rheumatoid arthritis.

> Neuromuscular involvement

1. Cranial nerve entrapment, peripheral, cutaneous, and autonomic neuropathies
2. Myopathy and inflammatory myositis

3. Less commonly headache, seizures, stroke, radiculopathy, and myelopathy

>0 Genitourinary Erectile dysfunction in men common. Women also have sexual
sfunction and dyspareunia .
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EXTRACUTANEOUS ORGAN
INVOLVEMENT

> Pulmonary involvement >70% patients.

1. Interstitial lung disease
2. Pulmonary vascular disease leads to pulmonary arterial hypertension.
(IcSsc)

3. Lung cancer
> Renal disease-50% Albuminuria, a mild elevation plasma Cr +/- HT

Scleroderma renal crisis-most serious renal complication, occurs in 10 -15%,
generally among early-stage dcSSc - poor prognosis.

> Cardiac disease
1, Pericardial disease

2. Myocardial disease -Patchy myocardial fibrosis distinguishable from the
fibrosis of coronary atherosclerotic disease and is independent of 20
cardiac involvement of pulmonary hypertension.

Arrhythmias- Conduction system disease result from fibrosis of the
cardium and conduction system.




Clinical features of thhe major systemic Sclerosis subseaets

Diffuse
cutaneous

Early (3 years
after onset)

Late (=32 years after onseaet)

Constitutional

wascular

Cutaneous

Musculoskaelaetal

Sastroimtestinal

Cardiopulmonary

FRernal

Limited
cutaneous

Fatiguese and weight laoss

Rayrnaud's often
relatively mild

Rapid progression
invoalving arms, crunk,
face

Prominent archralgia,
stiffrness, myalgia,
muscle weakness,
tendon friction rubs

Dvsphagia, heartburn

Ma=imurm risk for
myocarditis, pericardial
effusion, Ntersitital
pulmornary fibrosis

Ma=imum risk period for
scleroderma atter S
YEars

Early (<10 wyears
after onset)

Minimal, weight gain typical

Ravrnaud's more severe, more telangiectasia

Stable or regression

Flexion contractures and deformities,
jointymuscle symptoms less prominent

More pronounced symptoms, midgut and
arnorectal complications mMmore commor

Feduced risk of new involvemaent but

progressiorn of existing established wvisceral
fibro=sis

RPenal crisis less frequent, uncommon atter S
YEars

Late (=10 years after onseaet)

Zonstitutional

wascular

Cutaneous

Musculoskeletal

Sastraintestinal

Zardiopulmonary

Rernal

MHone

Ravrnaud's typically
sevaere arnd
longstanding
telangiectasia

rMild sclerosis with little
progression on trunk,
face

COccasional joint stiffness

Dwsphagia, heartburn

Usually no involvemeant

Mo involverment

Cinly secondary to wvisceral complications

Ravrnaud's persists, oftern causing digital
ulceration or gangrenea

Stable, calcinosis more prominent

rild flexion contractures

More pronounced symptoms, midgot and
arnorectal complications mMmore commorn

Lurng fibrosis may develop, but often
progresses slowly, Anti-SCL-70 predices
imncreased risk of severe fibrosis., Maximum risk
for developing isolated pulmonary
hyvpertension and secondary right ventricular
failure.

Rarely involved, anti-RHA polvmerase predices
imncreased risk of renal invalvemeant.




Climical manifestations of lung disease in
scleroderrma

Diseaseae

Swym phoms

Signs

Pulmaonary fibrosis

Pulmonary hypertension

Plewural imnvolbvemeaent

Bronchiectasis

Spontansous
prheuamothoras

Lurng cancer (scar tywpe),
cespecially alveolar cell

Respiratory failure due to
respiratory muscle
imnvolvemeant

Drwsprnea
Crryw cowugh

Dwspneas
Ankle edema

Pleuritic chest
pain
Drwsprnea

Cough with
purulent sputum

Dwspnea

Chest pain
Dysprnea

Zough
Hemoptysis

Drwsprnea

Reduced chest
SeXpDansion

Chest expansion

Basal crepitations
frales)

Clubbing (late, wvery
LIMCO i)

Lowud P2

Right wventricular
heave

Pleural rub
Pleural effusion

(rare)

Basal crepitations

Resonant
pPercussian

Reduced breath
sounds

? Signs of collapse

Hypowentilation
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Kupwa onpeia:

1. H diayvwon tou cuotnupatikol okAnpodeppatoc slval KALVIKA Ko
BaolOMEVN OTNV XOPAKTNPLOTNKA TtAxuvon tou S€pUaTtoc, T0 GOLVOUEVO
Raynaud, KoL TN CUMHUETOXN OTIAQYXVIKWV OPYOVWV. XTO CUYKEKPLUEVO
TIEPLOTATIKO TIPOKELTOL YLOL TIVEUHOVLKN TtpooPoAn ( kupiwc ivwon kot A
TIVEUMOVLKN UTtEPTOoN) Kot pooBoAn memtikov (FOM).

2. HxpAon OUYKEKPLUEVWY OQUTOAVTIOWHATWY Bonbd oto Slaxwplopod
QVAUECO OTO TIEPLOPLOMEVO Kol SLAYUTO CUCTNMATIKO OoKAnpodepua.

3. H Oepameila ekTO¢ amd cupMTWHATIKA/BonBnTikn Kal
OVOOOKOTOAOTAATIKA KATEUOUVOUEVN TIPOC T Opyava OTOXOUC, Twpa
OTOXEVUEL OTOUC TAOOYEVETIKOUC HNXavVIopoUC TNC (vwong KoL TG
ayyelomnadelac.

4. H €ykalpn Slayvwon tou mpwipou otadiov tng evepyol PAEYUOVAC
QUEAVEL TNV QTIOTEAECHATIKOTNTA TNG OVOOOKOTOOTOATIKAC ayWYNCG.



	Slide 1
	Ασκηση  22
	Φαινώμενο Raynaud
	Disorders/factors associated with Raynaud's phenomenon

	Slide 5
	Ασκηση  22
	Ασκηση  22
	Δικτυωτή  Πελίωση( livedo reticularis)
	Ασκηση  22
	Slide 10
	Ασκηση  22
	Slide 12
	Scleroderma
	Localized scleroderma
	Systemic sclerosis
	Slide 16
	Slide 17
	Slide 18
	Slide 19
	GENERAL MANIFESTATIONS OF SSc
	Features of skin involvement
	Other prominent skin manifestations
	Slide 23
	EXTRACUTANEOUS ORGAN INVOLVEMENT
	Slide 25
	EXTRACUTANEOUS ORGAN INVOLVEMENT
	Slide 27
	Slide 28
	Ασκηση  22

