VASCULITELE
SISTEMICE

Prof. Coman Tanasescu



DEFINITIE

grup heterogen de boli relativ rare
clasificare imprecisa

caracterizate de prezenta la nivelul
peretelui vascular :

= Iinfiltrat inflamator

= hecroza



CLASIFICAREA VASCULITELOR SISTEMICE

MARIME VAS

PRIMARA

SECUNDARA

ARTERE MARI

- ART. CELULE GIGANTE
- ART. TAKAYASU

- AORTITA REUMATOIDA
- INFECTII — LUES, TBC

ARTERE MEDII

- POLIARTERITA
NODOASA — CLASICA
BOALA KAWASAKI

- POLIARTERITA
NODOASA SECUNDARA
INFECTIEI CU VHB

ARTERE GRANULOMATOZA - SECUNDARE
MEDII/MICI WEGENER* COLAGENOZELOR
- ANCA + - SDR. CHURG-STRAUSS* (AR, LES, SS)
- POLIANGEITA - MEDICAMENTE
MICROSCOPICA* - INFECTII (HIV)
VASE MICI RQURPURA HENOC - INFECTIA CU VHC
(arteriole, capilare, LEL] o plEUICARIEITE
- CRIOGLOBULINEMIA
venule ) - VASCULITA CUTANATA
- complexe LEUCOCITOCLASTICA

imune circulante

*ANCA +

AFECTARE RENALA ™11

RASPUNS BUN CICLOFOSFAMIDA
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TABLE 143.3 INFECTION AND VASCULITIS

Vessel involved Infection
Large arteries Bacterial Staphylococcus, Salmonella, Mycobacterium, Streptococcus
Spirochetal  Treponema pallidum
Fungal Coccidiomycosis
Medium arteries Bacterial Group A Streptococcus, Mycobacterium
Viral HBV, HCV, HIV, parvovirus B19
Small vessels and medium arteries Bacterial Streptococcus
Viral HBV, HCV, HIV, CMV
Small vessels (leucocytoclastic) Bacterial Staphylococcus, Salmonella, Mycobacterium, Streptococcus,
Yersinia, Neisseria
Viral HIV, CMV, herpes zoster, parvovirus B19
Rickettsiae

HBV, HCV, hepatitis B and C viruses; CMV, cytomegalovirus.
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CLASIFICARE PATOGENICA

TIP I — IgE — Churg-Strauss

TP I1 — citotoxicitate celulara

= Granulomatoza \Wegener, poliangeita microscopica,
Kawasaki

TIP III — complexe imune circulante

= PAN, purpura HS, crioglebulinemia, vasculitele
secundare boliler de colagen

TIP IV — hipersensibilitate mediata celular
s Arterita CG, Tlakayasu



INVESTIGAREA VASCULITELOR

Sindromul inflamator

= hemoleucograma — eozinofile
= VSH

= proteina C reactiva

= fibrinogen



INVESTIGAREA VASCULITELOR

Afectarea de organ

Orice biopsie se efectueaza inaintea
terapiel de Imunosupresie

= Sumar urina, functia renala

= Teste hepatice

= Imagistica — CT, MR

= SNP — viteze conducere, biopsie

= Cord (+ eco), tub digestiv

= Piele - biopsie



INVESTIGAREA VASCULITELOR

Serologie

= Autoanticorpi
ANCA, ANA

= Complement seric, crioglobuline
= FR, antiFL

= Hemoculturi

= Virusuri — VHB, VHC, H1IV, CMV



ANTICORPII ANTICITOPLASMA DE
NEUTROFIL (ANCA)

Descrisi in 1982
Cei mai specifici sunt ccANCA

Asociatl cu mecanism tip L1
s Granulomatoza WWegener

s Poliangeita microscopica

= Churg-Strauss

= Boala Kawasaki



DIAGNOSTIC DIFERENTIAL

Aspectul sistemic
s Endocardita infectioasa, paraneoplaziile

Embolil sistemice
= Mixom atrial

Trromboze difuze
s SAFL, crioglebulinemii



DIAGNOSTIC POZITIV
ASPECTUL CLINIC AL BOLII

BIOPSIE
SEROLOGIE

IMAGISTICA



VASE MEDII SI MICI



POLIARTERITA
NODOASA



PAN

Kussmaul si Maier — 1866
(periarterital)

Inflamatie artere medii si mici

Nu afecteaza arteriole, capilare,
venule

Nu se asociaza cu glomerulonefrita




PAN

Inflamatie bogata in neutrofile
Necroza fibrinoida

Absenta granuloamelor
Asociere cu infectia cu , rar VHC



PAN

SNP. — mononevrite
multiplex gambe,

Febra, astenie severa,
stare generala alterata
Artralgi, mialgi
Digestiv — angina
intestinala, infarcte
hepatice, colecistita si
apendicita acuta,
perforatii

Renali— vasculita

vaselor interlobulare,
HTA

Semne de PAN dupa
sapt. — luni




LIVEDO RETICULARIS
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Boli asociate cu //vedo reticul/aris

sindromul antifosfolipidic

LES £ SAFL

poliarterita nodoasa
crioglebulinemii

scleroza sistemica

boli' infectioase (tuberculoza, sifilis)




INFARCTE DIGITALE

N
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PAN

La
Inf
He
mi

ANCA
negativ

Tratament:

Imunosupresie
= Corticoizi — in puls

= Cure scurte, intense

Antiviral
= lamivudina, entecavir,
= NUIFNN



B
M Y

ANGIOGRAFIE RENALA - stenoze, microanevrisme, amputatii vasculare in
POLIARTERITA NODOASA



ARTERIOGRAFIE MEZENTERICA — ANEVRISME SI STENOZE
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COLECISTITA ACUTA NELITIAZICA — VASCULITA
ARTEREI COLECISTICE




PAN

Laborator nespecific —
inflamatie

Hematurie
microscopica

Tratament:
Scor severitate (BVAS)

Imunosupresie
= Corticoizi — in puls
= Cure scurte, intense
Antiviral

= lamivudina, entecavir,
= NUIENN



POLIANGEITA MICROSCOPICA

Vase micl — arteriole, capilare, venule
Mai frecventa decat PAN
Confuzii cu PAN!!

Leziuni necrotice cu putine depozite
Imune — aspect "pauci Imun”

Absenta granuloamelor
(70%0)



POLIANGEITA MICROSCOPICA

Tropism
= renal - GN

= pulmonar — capilarita
sindrom renopulmonar

= piele — purpura palpabila
= SNP — mononevritis multiplex



TABLE 146.6 DISTINGUISHING MICROSCOPIC POLYANGIITIS FROM CLASSIC POLYARTERITIS NODOSA

Criteria PAN MPA
Histology Type of vasculitis Necrotizing with mixed cells, Necrotizing with mixed cells, not granulomatous
rarely granulomatous
Type of vessels involved Medium- and small-sized muscle arteries, Small vessels (capillaries, venules or arterioles)
sometimes arterioles Small and medium-sized arteries may also be affected
Distribution and Kidney
localization Renal vasculitis with renovascular es No
hypertension, renal infarcts and microaneurysms
Rapidly progressive glomerulonephritis No Very common
Lung
Lung hemorrhage Yes
Peripheral neuropathy 50-80% 10-30%
Laboratory data pANCA Rare <20% pANCA {80%) and cANCA
HBV infection Yes (uncommon) No
Abnormal angiography Microaneurysms, smooth tapered vessels, stenosis, Yes (variable) No

poststenotic dilation

HBV, hepatitis B virus; MPA, microscopic polyangiitis; PAN, polyarteritis nodasa
{Adapted from Guillevin and Lhote™*)
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GRANULOMATOZA CU
POLIANGEITA

(Granulomatoza Wegener)



GW

Vase micl — rar medii
Inflamatie
Necroze perete vascular



GW

Tropism
= superioare

= Cai aeriene inferioare
Nodulr pulmonari

Renal
Articular — dureri Iintense
SNP



INDIVIDUAL ORGAN SYSTEM INVOLVEMENT
IN WEGENER'S GRANULOMATOSIS

CNS

Scleritis | [P Otitis
Episclentis ¢ T Vestibularfauditory
Proptosis = |_nerve injury
Dacryocystitis | '
Rhinitis/sinusitis ~ Subglottic stenosis

Septal perforation ™~ Endobronchial stenosis

Saddle nose’ £
Oral and nasal ulcers Myocarditis
= Pericarditis
Pulmonary infiltrates : Endocarditis
Nodules | ;
Pleurisy ANCA
: W\ Usually cytoplasmic
Glomerulonephnitis W' pattern
Myalgias ":;.\li\ Anti-PR3 >>> MPO
Arthritisfarthralgias ——__ oy

\

J :
Peripheral neuropathy Skin
> // Leukocytoclastic

Mass lesions due to WG vasculitis

e Brain o Breast Subgu'taneous

* Renal * Prostate U?O ules

¢ Orbit * Qvary & Gacers

e Lung  * Parotid : | 7Iangrene
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TUMORA ORBITA STANGA
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HEMORAGIE ALVEOLARA



ANTICORPII TICITOPLASMA DE
NEUT IL (c-/ \CA)
- an vtel ) —
‘GRANULG ¢ U AN (> - 90%

ASPECTUL
CLINIC
sau/si
BIOPSIA

”




GRANULOMATOZA
EOZINOFILICA CU
POLTANGEITA

(Sindromul Churg-Strauss)



SINDROMUL CHURG-STRAUSS

Incidenta redusa
Vase mici
(50-70%0)

Evolutie initiala ca
atopic +



SINDROMUL CHURG-STRAUSS

>

vasculita sistemica

- purpura, noduli subcutanati, artrita,
cardiomiopatie, neuropatie —

- Infiltrate pulmonare
- vasculita abdominala, renala

Astm






=
TABLE 148.2 COMPARISON OF ANCA-ASSOCIATED VASCULITIDES

Wegener's granulomatosis MPA C55

ANCA-positive (%) 80-80 15 50

Typical results* c-ANCA/proteinase 3 p-ANCA/MPO p-ANCA/MPO

Upper respiratory tract Masal septal perforation Usually absent or mild Nasal polyps
Saddle-nose deformity Allergic rhinitis
Subglottic stenosis

Lung Nodules, infiltrates or Alvealar hemorrhage Asthma
cavitary lesions Infiltrates

Kidney NCGN, occasional NCGN NCGN
granulomatous features

Distinguishing features Destructive upper airway disease, No granulomatous Asthma, allergy,
granulomatous inflammation inflammation eosinophilia,

granulematous
infiltrates with abundant
eosinophils

* These relationships are not absolute. A minority of patients with WG may be p-ANCA/MPO-pasitive and a minority of patients with MPA or
C55 may be c-ANCA/PR3-positive.
The table lists the cardinal features of three vasculitides commonly associated with ANCA,.
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Tratamentul vasculitelor
ANCA+

INDUCTIE
s ciclofosfamida
s corticoterapie
= rituximab

INTRETINERE
= Metotrexat, azatioprina, rituximab



TABLE 143.2 RELATIONSHIP BETWEEN VESSEL SIZE AND RESPONSE TO TREATMENT

Dominant vessel Corticosteroids alone Cyclophosphamide + corticosteroids Others
Large artenes +++ - +
Medium arteries + +— +4#*
Small vessels and

medium arteries + b s
Small vessels + - i

* Includes plasmapheresis, antiviral treatment for Hepatitis B-associated vasculitis, and intravenous immunoglobulin for
Kawasaki disease,

(With perrnission from Scott and Watts®)
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DIFERENTIEREA LIMFOCITULUI B
- exprimarea CD20 pe membrana celulara -

cel. su oroB B imatur B matur B cu memorie
CD20 PREZENT
RITUXIMAB citotoxicitate mediata de
(anti-CD20) complement/anticorpi

+ apoptoza (mediata FcyR 111a)

JI[

depletie LB



RITUXIMAB APROBAT INVASCULITELE
ANCA POZITIVE

2017 — FDA aproba ca terapie de prima linie in GPA si
MPA combinatia de RITUXIMAB si corticoterapie

RiIpX este mai eficient decat CY.C la pacientii cu
recaderi




PURPURA
HENOCH-SCHONLEIN

Vasculita IgA




- tetrada caracteristica -

Purpura (purpura reumatica)
Artrite

Dureri abdominale
Glomerulonefrita

Heberden 1801

Henoch (studentul lur Schonlein)
digestiv si renal



Depozite perivasculare de IgA
Crestere IgA In sange
Complexe imune cu IgA

Implicata humai subclasalgAl



Aspecte clinice

copii' (cea mai frecventa vasculita),
adolescent

debut acut
febra
purpura palpabila m.inferioare, fese



Aspecte clinice

dureri abdominale

= edem, iIschemie, pseudoangina
= hematochezie

= pot precede debutul acut
artrite art. mari, migratorii

renal
= dupa purpura
= hematurie micro, proteinurie









Korean Journal of Gastroenterology 2012



Biopsia cutanata este obligatorie in
unele cazuri

Aspect de vasculita leucocitoclastica



PROGNOSTIC, TRATAMENT

Boala autolimitata — cca 4 spt
AINS

Corticoterapie ?
Renal, adulti (IRA rar!)



VASCULITELE DE VASE MARI

ARTERITA CU CELULE GIGANTE
= ramificatii de ordinul 2-5 ale aortei
= artere extracraniale ale capului
= mali rar aorta

ARTERITA TAKAYASU
= aorta si ramurile mari



ARTERITA
CuU
CELULE GIGANTE

boala a adultilor/varstnicilor
Incidenta maxima 70-80 ani



ACG este o boala sistemica!

Boala HORMNMON = 1932
aorta — anevrisme !l

ramurile sale proximale
8 [EZIUMORSERUCTNE
m extr. superioara — subclavie, axilara brahiala

a extr. Inferioara — mai rar — iliaca interna,
femurala




« Forme clinice in ACG*:
- 1. Arterita craniala (AC)
- 2. Arterita de vase mari + aortita (AVM)
- 3. Sindrom inflamator sistemic cu arterita (ISA)
- 4. Polimialgie reumatica

* adesea sunt asociate



ARTERITA CRANIALA
-CEFALEE, SCALP SENSIBIL
- ATROFIE N.OPTIC

SINDROM FEBRIL
-FEBRA, FRISON
-TRANSPIRATII NOCT.

-ANOREXIE

-PMR -DEPRESIE
SINDROM
ACG/PMR

ACG/AORTITA
-CLAUDICATIE BRAT

-ABSENTA PULS
-ANEVRISM AORTA
-INSUF.AORTICA
-PMR

PMR IZOLATA
-DURERI CENTURI



1. ARTERITA CRANIALA

« Mai ales ramurile extracraniene ale ACE
(ex. ARTERITA TEMPORALA)
e Simptome:
— febra

- cefalee / sensibilitate a scalpului/claudicatie
maseter + limba

- tulburari vizuale
- disfagie, odinofagie



INCIDENCE OF ARTERITIS IN HEAD AND NECK VESSELS

Posterior
- Ciliary
Q. artery

Central
retinal
artery

Incidence
(percent)

B 75-100
1 35-60

Superficial
temporal Dura
artery

Ophthalmic | |

atery  \\
Skull

External R\ .

carotid
anery S
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DILATAREA ARTEREI
TEMPORALE
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NECROZA SCALPULUI

Jo2

AT 8
<-,.4.-. v
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TULBURARI VIZUALE IN ACG

Apar de la debut sau rapid dupa acesta — 30%0

Diplopie tranzitorie, amaurosis fugax pot precede
plerderea vederlii, dar nu obligatoriu!

Orbire permanenta — 15%

Cauze: - ischemie aa. ciliare posterioare— AION
(arteritic anterior ischemic optic neuropathy)
- Ischemie artera oftalmica (ramura a ACI)



TULBURARIVIZUALE IN ACG

AION vs NAION (ischemia nonarteritica)
~ NAIONmUIt maitfirecventa decat AION

~cauze NAION: DZ, HDA, stlcenatil

diferentiere ex. FO
a ciscul optics diam: N; dar palid; alb (AION)

a disculioptic atrofiat, dar coloratie relativz. N
(NAION)
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ATROFIE DE NERV OPTI

(prin ischemie arteritica - AION)



Left: Nonarteritic anterior ischemic optic neuropathy. Note the hyperemic
swelling of the optic disc associated with the flame-shaped peripapillary
hemorrhage. Right: Arteritic anterior ischemic optic neuropathy. Note the
pallid swelling of the optic disc and a peripapillary cotton-wool spot.




EXAMEN CLINIC IN ACG
= raport de probabilitate / likelihood ratio -

simptom / semn

Claudicatie membru sup

LR (>10, <0,1)

Proeminenta a. temporale

Claudicatie maseteri

Diplopie

Puls absent

Durere a. temporala

VSH>100

VSH<40

CRP <2.5

Doppler: lipsa halo, stenoza, ocluzie @

Halo bilateral

43

Halo unilateral

7.6

Trombocitoza>400.000

Van der Geest, JAMA Internal Medicine 2020



2. ARTERITAVASELOR MARI

cel mai frecvent stenoze: subclavie- distal, axilara,
brahiala (topografie # de b. Takayasu, desi
patogenia este similara)

sindrom de arc aortic: claudicatie MS, sd.
Raynaud = modificari trofice, | amplitudine puls,
TA #

aortita: 10-20%:; mai ales toracala; anevrisme
posibil anevrisme asimptomatice !
Insuficienta aortica



v

i,
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STENOZA ARTEREI AXILARE



3. SINDROMUL INFLAMATOR SISTEMIC
CUARTERITA (SIA)

- febra (inclusiv FON), stare generala alterata,
astenie, inapetenta, scadere ponderala,
depresie

- anemie normo/hipocroma normocitara
inexplicabila

- #: infectll, neoplazii



4. POLIMIALGIA REUMATICA (PMR).

* 50% din ACG asociaza PMR

* 15% din PMR au ACG

* redoare si dureri in centuri — limitare
miscari, forta musculara nu pare
modificata (dificil de apreciat!)

o artralgii, artrite periferice!

 febra, subfebra

e sSemne generale +



SINDROMUL INFLAMATOR

« VSH - de obicei>50 mm /h, uneori>100 mm/h
— VSH normal NU exclude ACG/PMR DACA existi
clinica/biopsie tipice
— evenimentele ischemice oculare-mai frecv. la pac. cu
VSH=70-100 mm/h la momentul diagnosticului

— metaanaliza in ACG-valoarea medie a VSH=88mm/h
 CRP — mai sensibila decat VSH
 combinatia VSH+CRP crescute—cea mai mare
specificitate pt ACG

« |L6-mai sensibila decat VSH - neutilizata in practica !



Biopsia de artera temporala

panarterita segmentara
infiltrat inflamator: cel putin in adventice simedie

lamina interna fragmentata,distrusa

+ celule gigante/granulom: perilamina interna

x daca sunt prezente
FISC CRESCUL pentrUrordIre
probabilitate crescuta pentru asociere cu PMR



ACG - biopsie de artera temporala

- infiltrat inflamator, celule gigante prezente -



Biopsia de artera temporala

corticoterapia admisa sub 14 zile

— nu trebuie amanata instituirea terapiei daca este imperativa!

30-40% din cei cu afectare de vase mari au biopsii
negative

biopsii negative la unii pacienti cu PMR

complicatii posibile (0,5%)
e lezarea nervului facial
* infectii, AVC



Ecografia arterel temporale

e rapida, simpla, neinvaziva
* Doppler color si duplex, simultane

S @nul haloului”

— hipoecogenitate circumferentiala perivasculara
(edemul peretelui vascular)

— unilateral : Sp=90%; Sn=72%
— bilateral ;: Sp=100%; SNn=43%
— dispare 14 zile tratam / inexistent etape precoce







Imagistica PMR

e ecografia umar si sold
— bursita subdeltoidiana

— tenosinovita tendonului bicepsului
» aspecte prezente chiar cu VSH normal!!

* se recomanda testarea daca exista suspiciune clinica,
chiar daca VSH =N

— sinovita glenohumerala — rar!

— sinovita, bursita trohanteriana
e MRI utilitate neclara



Tratament ACG vs PMR

ACG

Doza : 40-60mg/zi sau
puls 3-5g solumedrol

Raspuns : ischemia -
sapt; inflam biologica —
zile

Durata : toata viata ?
Recadere : risc crescut

PMR
Doza . 15mg/zi

Raspuns (clinic si
paraclinic) : 2-4 zile

Durata . 1-2 ani

Recadere : risc redus



ARTERITA
TAKAYASU
- boala “fara puls” -



Artere elastice mari — aorta, coronare
pulmonare

Sindrom de arc aortic

Stenoze, anevrisme

Femeie tanara

Inflamatia sistemica uneori discreta
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ARTERIOGRAFIE PULMONARA
STENOZA
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Arteriografie, angioRM
Pronostic sever
Corticoterapie, aspirina, MTX



BOALA
BEHCET

International Society Study Group —
2013




Vasculitid A VENELOR MARI, MEDII ,
MICI (£ artere)



sex masculin —mai des, predomina
forme severe ale bolii

boala autoimuna sau boala
autoinflamatorie?

a asocierea cu sexul masculin
= HLA B51



fara aspecte specifice histologice, de
laborator sau imagistice

diagnosticul clinic este cel mai
Important

Ulceratii bucale recurente
= cel putin trei episoade in ultimul an

= plus 2 din urmatoarele 4









Doua manifestari din patru

1.Ulceratii genitale recurente
= Edem testicular, epididimita






.’ ’;(
.'.: ;tiy ‘ oy
a




2.Leziuni oculare
= Uveita anterioara
= Uveita posterioara
= Vasculita retiniana



HYPOPYON UVEITIS

- Uveita anterioara -
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3.Afectarea pielii
= Eritem nodos

= Noduli acheiformi
= Papulo-pustule

4.Test patergie pozitiv



Test patergie pozitiv




Tromboze venoase profunde

= Vena cava
= S. Budd-Chiari
= Vena porta

Anevrisme arteriale, ruptura aorta
MANIFESTARI NEUROLOGICE



Recapitulare



\asculite vase mari

= [akayasu
s ACG

\/asculitele ANCA+

= \/asculita cu granulomatoza
= Vasculita cu granulomatoza si eozinofile
s Poliarterita microscopica

PAN

\asculitele de vase mici
= IgA
= crioglobuline



ACG

4 fenotipuri clinic

= A temporala (craniala)
= \/ase marl terace

= Forma constitutionala
= Polimialgia



Vasculitele

Febra, scadere ponderala
Articulatii

Nefrita

Plaman

Nervi periferici



\asculitele ANCA+

= \asculita cu granulomatoza
Granulom HP
cANCA (pANCA)
Sinusuri, plaman (nedulur), rinichi
= V/asculita cu granulomatoza si eozinofile
Eozinofile, astm
PANCA
s Poliarterita microscopica
Piele, plaman, rinichi
PANCA



Vasculitele ANCA+

= \asculita cu granulomatoza

= \/asculita cu granulomatoza si' eozinofile
s Poliarterita microscopica

PAN (anevrisme aa, Vvirus B)

\/asculitele de vase mici

= IgA (Henoch=Shonlein, dureri
abdominale+hematochezie)

= Crioglobuline (virus C)



Behcet

Afteza bipolara (bucala, genitala)
Afectare oculara severa
Tiest de patergie
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