EUMTUPETO UE ATTWAELLL
OpaLoNC OE VEAPO avOpOL

fewpylo-2aBiva Mwuoidou

Eldikevopevn Peuvpatoloyiog M.I.N «ATTIKOV»




Avdpac 30 etwv pe

* Noooc Kawasaki otnv moudikn nAkia
e XOAOKUOTEKTOUN
e Kamviopa 6 p.y.

e AAKOOA KOWWVLKQ



’ ’ Epy/K0OG €Aey)XOG 05/2021
NoonAela o [.N BoAou pe e

plts 565 K/L
Hgb 15.2g/dL
* Epnupeto €wg 39.2 Sgot as
Sgpt 60
* Qapuyyoduvia VBt/ALP 62/57
LDH 464
’ ’ 1o Thil/Dbil 0.24/0.10
* KnAwboPBAatidbwdeg e€avOnua de€lov avw F o .
erritine
deOU INR/lvw8oydvo 0.85/393
Ur/Cr 9.8/0.7
HIV
HBV/HCV
TSH 3.23
CRP 180

Fevikr ovpwv K



/\OLTTOC Ettraon —— . oy

, 19G Avocopaipivn 1170 mg/dl 700 - 1600 mg/dl  Evijxeg
3 pv a0t r] p LAKO q IgA AvogO@aIpivn 378 mg/dl 70-400 mg/dl
é)\E Y XOC IgM Avoco@aipivn 68 mg/dl 40-230 mg/dl
IgE Avoooo@aipivn 381 IU/ml 10-100 IU/ml  EviAikeg
Peuparoedng Na (RF) Z_ 10 10/mi <15 1107411 E—
& 153.00 mg/d| 90-180  mg/dl
C4 36,50 mg/dl 10-40  mg/dl
CMV IgG 91,50 U/mL 0,0-12,0U/mL
CMV IgM £ 5,0 AU/mL <18.0 AU/mL
EBV IgM 10,3 U/mL <20.0 U/mL
HSV 1/2 1gG >>30,00 index <0.9 index
HSV 1/2 IgM 1,37 index <0.9 index
VCA IgG 302,0 U/mL <20.0 U/mL




E€ENABe 1b6la BouAnoel

ATIELKOVLIOELC




Yamaguchi's criteria —
(Yamaguchi M. et al., . J Rheumatol. 19:424-30, 1992) r autrel’s criteria
' * (Fautrel B. et al, . Medicine (Baltimore) 81:194-200, 2002)

Five or more criteria are required, of whom two or more must be major

Four or more major criteria are required, or 3 major and 2 minor criteria

* Typical rash . , . ;
Tt Alayvwon vooou tou Still twv evnAikwyv (AOSD)

—— Qon SOLUMEDROL 1g dmag

~Sore thoat Medrol 32mg/d

* Recent development of ¢

* Hepatomegaly or spleno MTX 15m g / W

» Abnormal liver function
» Negative tests for antin

Exclusion criteria Minor crteria

* Infections Maculopapular rash

* Malignancies (mainly malignant lymphoma) | eukorvtosis >10.000/mm3
» Other rheumatic disease (mainly systemic vasculitides) - —




TPELC NUEPEC aPYOTEPQ...

* ALOPPOLKEC KEVWOELC XWPLC TpoOouLEN atpatoc n

BAEvvNnc

* EKTTTWON OTTLKAC 0€UTNTOLG

* CT Bwpakoc kat AKK : BoAepotnta Kot

LLLKPOOUAAOYEC TIEPLUITAYKPEATLKA, NTILOL KOALTLO

Whc/Poly
plts
Hgb
Sgot
Sgpt

ygt/ALP
LDH
Thil/Dbil

Ferritine

INR/Ivwboyovo

Apuhdon
Ur/Cr
TSH

CRP

K/A kompavwv

Epy/k0G €Aey)XOG 06/2021

20000/80.3%

180 K/L
14.2g/dL
50
65
62/57
560
2.8/1.6
29490
0.85/393
300
60/2
3.23

110



rmoAAamAQ e€ldpwpata Kot apdw oldnua wxpac, etkova cupfotn He
apdLBAnotpoeildbomnabela tou Purtscher

MNpooBrikn ANAKINRA



AndLBAnotpostdomnaBeia Purtscher

* AMtopPOAKTLKN HLIKPOOYYELOTTAOELQL

e Entintwon 0.24 atopa ava 1.000.000 ava €tog

e Mmopetl va elval CUUTTTWHOLTLK

* AudotepomnAeupn Ewg oto 60% TWV MEPLTTWOEWV.

* AntwAeLa 0pacnG StadopeTKAC BapuTtnToC, WPEC N MEPEC

HETA TOV EKAUTLKO Tl pAlyovta.

e ATtO tnVv BuBookomnon:Bappakopopdec kNALOEC Kot
aLpoppayiac otov apdLBAnotposldn : 83—-92%

e Otav oxetiletal e oela maykpeatitida sival SEIKTNG

TLOAVOPYOVIKAC AVEMTAPKELOC KL oXeTi(eTal uEe VP NAR

OvntotnTta

Table 2 Etiologies of PuR

Associated pathology Freq
(nun
ca

Trauma

Acute pancreatitis

Valsalva maneuver
Thrombotic thrombocytopenic
purpura

Hemolytic uremic syndrome
Cryoglobulinemia in hepatitis C

Pregnancy related (HELLP, sepsis
post-cesarean and gestosis)
Lupus

Retrobulbar anesthesia
Pancreatic carcinoma

Thrombotic microangiopathy
after antineoplastic use
Necrotizing vasculitis with lung
cancer

Acute allograft rejection

Renal sclerodermia
Nephrotic syndrome
Multiple myeloma

Coil embolization of
intracavernous carotid aneurism

Miguel et Al Eye 2013




Purtscher’s apdpipAnotpoctdonabdeia kot AOSD

Tableau 2
XAPAKTHPIZTIKA AZOENQN ME AOSD KAI AMOIBAHZTPOEIAONAGEIATOY PURTSCHER

Référence Sexe/age Délai entre le Traitement Evolution

diagnostic de MSA et TMA

de pseudo-rétinopathie

de Purtscher
Diamond [6] H/22 ans 15 jours NAI CTC, PP, IgIV Récupération compléte
Okwuosa |7] H/27 ans 3 semaines CTC, CYC, vincristine ATWAELA OpAONC
Liu [8] H/21 ans au diagnostic AINS, CTC, , ,

. AntwAeLa opaong
photocoagulation

El Karoui 9] F[36 ans 15 jours CTC, PP, IL1Ra Récupération compléte
Buyu [10] H/29 ans au diagnostic Non CTC Récupération partielle
Yachoui [11] HJ43 ans 15ours Non CICIV
Observation rapportée ~ F/48 ans 4 mois Non CTIC Recuperation complete

Escoda et al la revue de medicine interne 2020



KAWVIKO-€pyaotnpLlokn EmLOEvwon

Epy/K0OG €Aeyxog 06/2021

Ertibeivwon omtikAg ofutnTOC

Whc/Poly 22000/80.3%
2UXYUON-LUUOKAOVLEC AVW AKPWV plts 72K/L

. . . Hb 12.2g/dL-
Emtibeivwon vedppikng AsttoupyiLag SXISTOKYTTAPA ++ OpouBwTLkn

Coombs - LLLKPOOYYELOTIAOELOL
) ) ) ) cr 2.9 (TMA)
IInua oUpwv =2 ofela cwAnvaplakn
VEKPWO
P N Trop 25

K/a konmpavwv

MugAoypoppo Xwpic elkova Thili/direct 5.8/4.8

bOoyoKUTTAPWONC



ENEPTA TIPOBAHMATA

ENAP=H 2YNEAPIQN NAAZMAOAIPEZH2




Meta ano 3 ocuvedplec mAaopadalpeonc

* BeAtlwon VEUPOAOYLKNC ELKOVOC
* Avarmvevotikn emudeivwon
* Triplex kapdlac xwpic maBoAoyika evprpata

* CT Bwpakog onUavTtikn avénon MUKVWTLKWY Kot StnOnuatwyv diknv

BapuBnc vailov audw = ARDS =2

* AIONIAIOZ OANATOZ



AEYTEPONAOE2 OYPAIMIKO
AIMOAYTIKO 2YNAPOMO 2E EAADO2

AOSD




* Alyotepec amo 30 MeEPUTTWOELC OTN

BiBAloypadia

AOSD KAl

TMA * H audiBAnotpoetbonddela cuxva
nponyettat TnG OpopPwTIKAG

LIKpoOyy€ELOTIAOELOG




EZQNE®PIKE2

EKAHAQZEIZ HUS

KAPAIATTEIAKEZ

MEPIDEPIKH
ATTEIOMNAOGEIA

NMNEYMONIKE2

PABAOMYOAY2ZH

I'Impuoouévn ano Raina et al Ther Apher Dial 2018



Table 1. Main characteristics of 13 previously reported patients with TMA and AOQSD*
Delay: Serum
Age, AOSDITMA, ADAMTS-13  creatinine,  Proteinuria,
Eef. VEATS Sex maonths OFH activity pumao les A iter gm/day Kidney hiopsy
b 42 F 7B MNA MNA 78 Mild NA
B 42M MA MA Maormal 70.5 0.7 Arteriolar and
glomerular ThiA
7 b | 1 FLE MA 132 6.7 MA
] 33/F 36 NA NA 123 0.25 NA
B IE/F MNA MNA MNA 1E5 0,35 NA
a M 0.5 Eetinal swelling, MA 565 1.9 Arteriolar and
glomerular TMA
10 22/M 0.5 NA 841 4.0 Arteriolar and
glomerular ThiA
11 45/F 0.5 MNA Mormal MA MNA MNA
12 15/F 2.5 MA MA 501 MA Arteriolar and
glomerular TMA
13 23/M 1.5 Thmmhbosls of MNA 721 5.3 MNA
retinal vessels
14 23/F 48 NA Low [<10%) BB NA NA
15 46/F G0 MA MA 220 0 MNA
16 43/ n MA Low [<5%] MA 0.3 gm/liter MA
Present case 36/F 0.5 Mormal GO0 1.78 Arteriolar and
[36%) glomerular TRMA

*Thid = thrombotic microangiopathy; AOSD = aduli-onset Still's disesse; OPH = ophibalmologic examination; NA = not available; PP = plasmapheresis; C5 = corticostersids; CR = complete
remission; IVIG = intravenouws inmunoglobuling ESRD = end-stage 1enal disease; PLE = Purschar-like reinopathy; CYC = ey lophosphamide; VC = vincrstine; FI = plasma infusion; PR = partial
remission; AZA = azathioprine; C8A = cwlesporin A MTX = methotrexste; [L-1Ra = interleukin-1 recepta aniagondst.

El Karaoui et al, Arthtitis and Rheumatism 2009




Mn)aviopoc ;

Secondary HUS [ Complement system J

t ti . ) .
SLC Ol PR Classical Lectin Alternative

abnormalities
« No antibodies against factor H pathway pathway  pathway

Causes:
* Drugs
* Infections P .
¢ Autoimmune diseases Primary HUS

¢ Glomerular diseases \

* Malignancies

* Genetic and

* Hematopoietic stem cell acquired
transplantation abnormalities
i . leading to AP
AL dysregulation

* Direct EC damage by drugs,
infectious agents, or immune K

complexes _:é’ C5 convertase
* Drug-induced antibodies 5

against EC S @ @
* Tumor thrombi ] MAC
* Proinflammatory/procoagulant P Thrombus Activated procoagulant

cytokines

L J formation and proinflammatory
\ ﬁr » Platelets EC phenotype
STV @ e &

Praga et al Kidney International 2019



LMP Palma et al.: Complement in TMA

TMA

h Other TMA-related l,SIEC-Z%H!JS"-

diseases

Secondary TMA

Complement +*

Complement +*

, ‘Complement
inhibitor

Early initiation

Figure 4. Approach to thrombotic microangiopathy (TMA) managerflent according

Consider early Treat Treat
initiation of underlying underlying
complement condition condition
inhibitor if and consider

significant complement
~organ inhibitor
dysfunction if refractory to
standard therapy

to evidghce of complement involvement. *Evidence of

complement activation, if available: (i) genetics: pathogenic/likely pathogenic vanant or nsk haplotype in alternative complement pathway
genes; (ii) antibody: autoantibodies to complement factors {mainly anti—factor H and anti—factor B), (iii) functional assays: soluble C5b-9, tissue
deposition of C5b-9, others; (iv) biopsy: staining for C4d, C5b-9. aHUS, atypical hemolytic uremic syndrome; STEC-HUS, Shiga toxin hemolytic
uremic syndrome; TTP, thrombotic thrombocytopenic purpura.



'EkBaon ;

Case series 14 aoBevwv pe AOSD + TMA
v' 10 mAnpnc Udeon
v' 1 vedplkn voooc TeAkoU otadiou

v' 1 06dvatoc

Age,
years/sex Treatment Outcome
42/F PP, CS CR, cutaneous
gangrene
42/M CS, IVIG ESRD
27/M PP, CS, CYC, Visual
VC impairment
33/F PP, CS CR
28/F PI, CS CR
31/M PP, CS PR, visual
impairment
22/M PP, CS, IVIG CR
45/F PP, CS, CR
AZA,
splenectomy
23/M CS, PP CR
CS, PP, CSA CR
ig}li CS, PP, MTX CR
PP, CS, CR
43/M splenectomy
16/F CS, PP, CR, cutaneous
IL-1Ra

gangrene

El Karaoui et al, Arthritis and Rheumatism 2009



2 UUTIEPOLOLLOTLKAL

* TMA omnavia erunAokn o AOSD

* AudpBAnotpoctdbonaBela tou Purtscher
v omnavia erutAokn tne AOSD kot tng TMA

v AVTOVOKAQ TNV TTOLPOU LA TTOAUOPYOLVIKNAC OVETIAPKELOLC

* QEPATIEVTLKA =2 OTEPOELON, Bepareia UTTOKELLEVOU VOO OTOC +/-

eculizumab (HUS)



