Autoimmune systemic disease

A Systemic lupus erythematosus
A APS

A Systemic scleroderma
Dermatomyositis/Polymyositis

AMCTD
A Sj° grenks sy.
ARA



SLE



TYPES OF AUTOIMMUNE DISEASE

Organ-specific diseases Systemic diseases

Systemic Lupus Erythematosus

Pleuritis

arditis

lonephritis
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SLE

A Autoimmune inflammatory disease

A Imunne dysregulation, overproduction of
organ non-specific autoAb, deposition of
Immune complexes

AFM=09:1
A Prevalence cca 40/100.000 (Hochberg 1997)



PREVALENCE OF SLE WORLDWIDE
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Etiopathogenesis SLE

(Herrman, Immunologist 8, 2000,66-71

A Increase apoptosis, decrease clearance of apoptotic
material

A DC cells
A Modification of autoantigens, presentation to T cells
A Help tp autoreactive B cells

A Overproduction of antibodies (antinucleozomal, anti
dsDNA, anti histon)

A Tissue deposition of immne complexes
A Complement, macrophage, granulocytes activation
A Organ damage



Freguency of Symptoms of Systemic Lupus Erythematosus?
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TABLE 122.7 THE 1997 REVISED ACR CRITERIA FOR THE CLASSIFICATION OF SLE

ftem Definition
Malar rash Fixed erythema, flat or rai over the malar spari e nasolabial folds

Discoid rash Erythematous raised patches with adherent keratotic scaling and follicular plugging: atrophic scarring may occur in older
ns

Photosensitivi Skin rash as a results of unusual reaction to sunlight, by patient history or physician observation

Oral ul Oral or nasopharyngeal ulceration, usually painless, observed by a physician
pharyng Y P y a pny

Non-erosive arthritis Involving two or more peripheral joints, characterized by tenderness, swelling, or effusion

Pleuritis or pericarditis ) Pleuritis — convincing history of pleuritic pain or rub heard by a physician or evidence of pleural effusion

ce of pericardial effusion

Renal disorder ( f .5g/da med

Cellular casts — may be red cell, hemoglobin, granular, tubular or mixed

Seizures or psychosis Seizures — in the absence of offending drugs or known metabolic derangement: e.qg. uremia, keto
lyte imbalance

Psychosis - in the absence of offending drugs or known metabolic derangement: e.g. uremia, ketoacid
electrolyte imbalance

Hematologic disorder Hemolytic anemia with reticulocytosis
Leukopenia - less than 4000/mm? on two occasions

Lymphopenia - less than 1500/mm® on two occasions
or
(d) Thrombocytopenia - less than 100 000/mm? in the absence of offending drugs

Immunologic d Anti-DNA: antibody to native DNA in abnormal titer
or
(b) Anti-Sm: presence of antibody to Sm nuclear ar
or
(c) Positive finding of antiphospholipid antibodies based on:
(1) anabnormal serum concentration of 1gG or IgM anticardiolipin antibodies
(2) a positive test for lupus anticoagulant using a standard

(3) afalse-positive test for at least 6 months and confirmed by Treponema pallidum immobilization or fluore

treponomal antibody absorption test

Positive ANA abnormal titer of ANA by immunofluorescence or an equivalent assay at any point in time in the absence of drug
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A Classical SLE

A
A
A

Definitive SLE 0 4 or more
Probable SLEd 3

Possible SLE 0 2 criteria



THE EVOLVING SPECTRUM OF SLE

Anti-
phospholipid
Late stage syndrome
lupus

Drug-
nduced
lupus
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TABLE 122.2
CLASSIFICATION OF CUTANEOUS LESIONS

Lupus-specific lesions

Acute
Malar ‘butterfly’ rash
Generalized erythema
Bullous lupus erythematosus

Subacute cutaneous lupus
Annular - polycydlic
Papulosguamous (psoriasiform)

Chronic lupus
Localized discoid
Generalized discoid
Lupus profundus

Lupus-non-specific lesions

Panniculitis

Urticarnial lesions

Vasculitis

Livedo reticularis

Oral lesions

Non-scarring alopecia

Associated skin conditions (psoriasis, lichen
planus, porphyria)
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Chilblain lupus Chilblain lupus characterized by
reddish-blue nodules {in this an the fini )
occurring in cold [

Maschella, MD.
















Musculoskeletal SLE

A Artralgia and arthritis

A Synovitis (Rupus)

A Rheumatic nodules (7%)
A Osteonecrosis

A Osteoporosis

A Myalgia

A Secondary fibromyalgia






o To To To o Do Do Do Do Do o

Pulmonary SLE

Pleuritic pain
Pleuritis/pleurisy
Infection

Chronic pneumonitis
Acute pneumonitis
Pulmonary hypertension
syndr ome of
Pulmonary hemorhage
ARDS

EAP

Diaphragma involvement

Avani shi

ng

| ungn



To o To To To To To Do Do Iw

Cardio-vascular
NERNESE S

Cardiac abnormalities (50 %)

Valves damage

Libmann Sack endokarditis
Pericarditis 55 %

Myocardial dysfunktion ( 78%)
Myokarditis

IHD

Arhythmias

Congenital heart blocks
Thrombo-embolic disease
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SLE and kidney disease

(Cervera et al, Medicine,1993)

% nefritidy
v8 tpkruf I

children 76

Adults 834

Late age
of onset







SLE and kidney disease

A Morphology:
I Glomerular
I Vascular
I Tubulointerstitial



lupus glomerulonephritis

e Minimal changes (type I.)
e Mesangial (type Il.)

e Focal (type lll.)

e Difuse (type IV.)

e Membranous (typ V.)

e Sclerotic (typ VI.)

1. Weening J.J. Kidney International, 65, 2004, 521-530



mesangial pozitivity,i
1gG, IgA, IgM, C3, C1q

Focal segmental necrotising
glomerulonephritis



mesangial and kapﬁar
pozitivity of 1IgG,IgA,IgM,C3,
C4,Clq
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Diffuse proliferative glomerulonephritis
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granular pozitivity Asubepitelia
IgA, IgM, C3, C1q



Meuropsychiatric Manifestations of Systemic Lupus Erythematosus

Primary
neurclogical
manifestations

Wy
Yazculitis
Yazculopathy
[ &therosclerosis)
Embuoli
Librnan-Sacks

antiphospholipid antibodies

Seizures
Generalized
Fartial cornplex

Figraine
Transeverse myelitis
Dptic neuritis
FMeningitis

Drganic brain syndrarme
Fsychozis
Cognitive defects

Meuropathies

Cona

Primary
psychiatric
manifestations

Faychosis
Cognitive disorder
Dernentia

Functional
A ety
Depression
Headache
Conversion reaction

Secondary complications,
systemic disease, chronic
disease, andfor its treatment

Meuralogic
CW iy
Seizures
rermia
MMedications
Meningitis
Medications

Infections

Fsychiatric
Paychoszis
Depression
Hypornania
Corma
Az ety
Affective disorder
Mood =wing
&d justrent disorder



TABLE 122.5 NEUROPSYCHIATRIC MANIFESTATIONS OF SLE

Neurologic

Seizures — grand mal, petit mal, focal, temporal lobe
Stroke syndrome

Movement disorder

Headache

Transverse myelitis

Cranial neuropathy

Peripheral neuropathy

Psychiatric

Organic brain syndrome
Psychosis

Psychoneurosis
Neurocognitive dysfunction
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Diagnostic Possibilities to be Considered in Patients with
Lupus Whoe Have Neuropsychiatric Symptoms

Active CHS lupus

Sequelae of lupus that iz now inactive
Ischernia due to healed wascular lesions with lurninal narrowing
Fer=sistent neurologic deficits

Complications of chronic illness
Functional dizorder=
Depres=zion
A ety
Conversion reactions
Schizophrenia
Manic-depres=sion
Cernentia
Obseszive compulsive disorder

Complications of other organ system involvement
Eenal failure
Liver failure
Pulmonary failure
HMetabaolic imbalance
Thyroid disease
Hypertension
Yazculiti=s

Complications of treatment

Steroid psychosis

Drug induced meningitis — MS&10=, azathioprine

Infections=

Posterior leukoencephalopathy — cwclophospharmide

Psychoactive medications — tranquilizers, antidepres=sants, narcotics, analgesics, beta
blockers, cimetidine , trimethoprirm-sulfarnethoxazole, antimalarials, anticonvulzants,
alzohaol, street drugs, alpha-adrenergic agents, antiarrhywthrnics

Hypertension

HMiscellaneous
Hypoglycemia
CHS turnors
Head trauma










Hematological
manifestation of SLE

A Anemia (hemolytic anemia, chronic
I nfl ammati on, Dbl ood | os
apl asi an)

A Leukopenia

A Lymfocytopenia

A Lymfadenopathy, splenomegaly

A Trombocytopenia

A Ab againts coagl. factors (VIII, IX, XI, XII,
XlIll) and phospholipids




LE cell Blood smear from a patient with systemic
lupus erythematosus showing a classical LE cell in
which a viable neutrophil has ingested nuclear
material. Note the nuclear debris and an adjacent
normal neutrophil and the nuclear debris. Courtesy of
the American College of Eheumatology.







Anti dsDNA Ab (Critidia test)



CELLULAR AUTOANTIGENS IN SLE

Ribosome P Cell surface antigens

Sm/RNP

Nucleosomes
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Sensitivity, Specificity, and Predictive Yalue of Different Antinuclear

SLE
Sen
Spec
Fre

Drug LE
Sen
Spec
Fre

RA
Sen
Spec
Fre

Scleroderma
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Spec
Fre
PH /DM
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Spec
Fre
Sjogren’s
Sen
Spec
Fre

Sen: sensitivity ; Spec: specificity ; Pre: predictive walue

d= DN A
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Sensitivity , Specificity, and Predictive Yalue of Different Antinuclear Antibodies

Antibody

PCHA Sel-70 PHM-1 Mi-1 Jo—1 Ku Nucleali Centromere
SLE
Sen 5 lov lov 25
Spe =l
Pre =l
Drug LE
Sen liove |
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Sen low |
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Fre
Scleroderma
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Dther associations : Centrornere: CEEST



Antiphospholipid sydrome

ADb responsible for false seropositivity for lues
Lupus antikoagulans
Anticardiolipin Ab
Ab against B2 glycoprotel



Clinical features of APS
syndrome

A Main
I Deep vein thrombosisi, Budd Chiari, EAP
I Arterial thrombosis CMP, TIA, multiinfarction demencia
I recurent aborts
I thrombocytopenia
A Related symtpoms

i ulceration, livedo retikularis, tromboflebitis Sneddonks
syndrome

I MI, endocarditis
I Transversal myelitis
I Pulmonary hypertension




A Others:

Migrains

Hypertension

Bone necrosis

AddisonEs disease
Guillain-Barr ® sy,
Amaurosis fugax
Homolytic-uremic syndrom
etc..

pseudo

MS



SLE and preghancy

AFlare of disease
ALupus neonatorum
AFetal lost

Recommendation: Low disease
activity for 6 months before
conception



Therapy

-Antihypertensives

A According to severity -Antibiotics

-Antikoagulation

A Acc. organ damage Antinsychotics
A acc. assoc. disease -Antidepresives

-Antiosteoporotic
treatment

-PPI

-NSA
-Antimalarials

-Glucocorticoids -Statins

-Cytotoxic drugs

-Experimental
therapy




Dg SLE

Life threatening condition

Conservative aproach
A NSA

A antimalarials

Quality of life ? -

Without corticoids



yes

Immunosupresion ?

High dose of anticoagulation,

corticoids

splenectom, etc.

Clinical response

-

Cytotoxic Rx.
(AZA, CFA, MTX,

Dose
decrease

CyA)

Clinical response -
Experimental therapy



SharpEks syndrome
(MCTD)



MCTD-

AAOver |l api sy with featu
scleroderma and myositis

A 1972 Sharp et al.

A Arthritis (95%), RaynaudEs (85), damage
of oesofagus (67), lung capacity (67),
sweling of the hands (66), myositis (65),
| ymf adenopathy (39), sk
sclerodermatic changes (33), fever (33),
serositis (27), splenomegaly (19),
hepatomegaly (15), renal disease (10)
(Sharp et al. 1976)



Sharpks syndrome

A Serology

I positivity of anti Ul RNP antibodies
A Clinical criteria
I Edema of the hand
I Synovitis
I Myositis
i RaynadE syndrome
I Acrosclerosis

A Dg based on positivity of serology + 2 clinical
criteria



Therapy

A Cortikoids
AMTX

A CFA

A Azathioprine



Scleroderma



TABLE 133.1 CLASSIFICATION OF SYSTEMIC SCLEROSIS

Diffuse scleroderma - skin thickening present on the trunk in addition to the
face, proximal and distal extremities
Limited scleroderma — skin thickening restricted to sites distal to the elbow and
knee but also involving the face and neck

CREST syndrome (C, subcutaneous calcinosis; R, Raynaud's phenomenon;

E, esophageal dysmotility; S, sclerodactyly; T, telangiectasia)
Sine scleroderma — no clinically apparent skin thickening but with characteristic
internal organ changes, vascular and serologic features
Overlap syndrome - criteria fulfilling systemic sclerosis occurring concomitantly
with features of SLE, RA or inflammatory muscle disease
Undifferentiated connective tissue disease — Raynaud’s phenomenon with
clinical and/or laboratory features of systemic sclerosis; these include
scleroderma-specific antibodies, abnormal nailfold capillaroscopy, finger
edema and ischemic injury
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Three main domain of
systemic scleroderma
AAut oi mmunity T+B -buR
70, anti-centromeric

A Fibrotisation -collageni fibroblasts,
filbrocytes

A Vasospasticity, vasculopathy
(RaynaudEs syndrome, renal crisis 1
endothelial cells)
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