Scleroderma — az elmult évek
szemlélete és gyakorlata

2025. 01. 18.




Szisztémas Sclerosis

* Endothelium kdrosodas = hypoxia és az extracellularis matrix
fibrozisa

* Progressziv, obliterativ kisérkarosodas

* Raynaud — tunet, ujjbegyfekélyek

* Scleroderma

 [LD

* PAH, myocardium fibrosis

e Tapcsatornai érintettseg



Raynaud - tUnet

* Primer RT: a szekunder forma kizarasa utan mondhato ki
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A: palor, B: cyanosis, C: rubor



Raynaud — tlnet — SSc

e SSC betegek 95%- ban

* A progressziv mikroangiopathia elsg jele
* Legtobbszoér minden mas klinikai tinetet megel6z

 Kisebb prevelanciaval jelen van még:
e SLE
* SjSy
MCTD
* Dermatomyositis
Antifoszfolipid — sy
Interstitial pneumonia with autoimmune features: |PAF



RT — Kivizsgalasi protokoll

* Anamnesis felvétel — Fizikalis vizsgalat

* Immunszerolodgia

e Koromagy kapillarisok mikroszképos vizsgalata



RT — Relevans tinetek

e Ujjbegyfekélyek vagy hegek (biztosan szekunder RT!!!)

* A b6r megvastagodasa a kezeken vagy az arcon (szisztémas sclerosis)
* Puffy hand (SSc, paraneoplasia)

* Teleangiectasiak (SSc)

e Szem vagy szajszarazsag, blrvasculitis (Sjogren — szindroma)

e Szajnyalkahartya fekély, fotoszenzitivitas, foltos alopecia, arthritis, pillango
erythema (szisztémas lupus erythematosus)

* [zomfajdalom, mellkasi vagy hati erythema, Gottron, ,szerel6kéz” (myositis)

e Csokkent terhelhetdseég, ujkeletl szaraz kohogés (interstitalis tidébetegségek)
* Belégzési fajdalom (pleuritis)

e Ujkelet( l1abszaroedema, generalizal oedema (nephrosis vagy nephritis)



Raynaud — tlnet - Autoantitestek

anti — SSA, anti - SSB (Ro, La)
anti — Sm, anti — dsDNS

anti — RNP

anti — centromer, anti — Scl,
anti — RNA polimeraz, (To/Th)

anti—Jo-1

Jellemzo korkép
Sjogren sy., (SLE-ben is lehet pozitiv)
Szisztémas lupus erythematosus

Kevert kot6szoveti betegség
(a-Sm egyltt SLE-ben is pozitiv lehet)

Szisztémas sclerosis

Gyulladasos myopathiak, interstitialis
tudbbetegség



Kapillaris mikroszkop vizsgalat

e Eszkozigény:
* Akar mobiltelefon kameraja elé helyezett macro lencse
* Olcso videdomikroszkop
* Dedikalt mikroszkopok

* Fontos a jo megvilagitas

« a koromagyra olajat (paraffin vagy novenyi) cseppentve javul a
kapillarisok lathatésaga



Kapillaris mikroszkop vizsgalat
* Mit vizsgalunk:
 Kapillaris denzitas

 Kapillaris morfologia

» Kapillaris vastagsaga
* Oriaskapillaris: homogénen megvastagodott, apicalis diameter > 50 mm
e Extravasatio jelenléte



EULAR standardized capillaroscopy evaluation chart

CATEGORY 1 CATEGORY 2

Non-scleroderma pattern Scleroderma Pattern

Capillaroscopic Non-Specific Abnormalities
characteristics
If any of the capillaroscopic S -
Normal characteristics are abnormal Early Active Late
(alone or in any combination)
as highlighted in grey
Lowered Further lowered
Density (/mm) >7 ¥ >7 density density
(4-6) (£3)
Dimension {um) Normal 20-50 > 50 (giant) » 50 (giant)
Abnormal
- + - + 4+
morphology
Haemorrhages - - +/- +/- -
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is denzitas

A. Normal capillary density

4k LAl ]

Magnification: 200x

Density: normal, 9 capillaries per linear mm (/)
Dimension: within normal limits

Morphology: normal shapes of capillaries
Microhaemorrhages: ahsent

Interpretation: Normal capillaroscopic image
with normal capillary density = 7/mm

B. Lowered capillary density

vl

Magnification: 200x

Density: lowered, 5 capillaries per linear mm ()
Dimension: within normal limits

Morphology: normal shapes of capillaries
Microhaemorrhages: absent

Interpretation: Abnormal capillary density with
isolated lowered density < 7/mm (non-specific
abnormality)
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Normal shapes

Non-specific variations

ogia

Abnormal shapes




SSc diagnosztikus kritérium — ACR/EULAR 2013

Items |Sub-items Weight

Skin thickening of the fingers of both hands extending 9

proximal to the metacarpophalangeal joints |

Skin thickening of the fingers Puffy fingers 2

_(on/y count the highest score) Whole Finger, distal to MCP 4 |

Finger tip lesions Digital Tip Ulcers 2

(only count the highest score) Pitting Scars 3

Telangiectasia 2 \

Abnormal nailfold capillaries ] 2 |

Pulmonary arterial hypertension and/or Interstitial lung 2

Disease -

Raynaud’s phenomenon ] 3 \

Scleroderma related antibodies 3

(any of anti-centromere, anti-topoisomerasel [anti-ScL 70], ]

anti-RNA polymerase Ill) ! _
TOTAL SCORE: |

I-Patients having a total score of 9 or more are being classified as having definite systemic sclerosis.




Very early diagnosis of SSc - VEDOSS

1t level

{ Suspicion |

Patients suspect for very early SSc, characterised
by
Raynaud'’s phenomenon,

puffy fingers ’ Red fl;ags ’

antinuclear antibodies '
Evaluation of patients
Capillaroscopy & SSc-s_pecific antibodies

{
—

2" level-
@fagnosia

—

'« Differential diagnosis
* Send patient to other

specialist

If either one is positive, diagnosis

of very early SSc & further
investigations

| If negative...

f

HRCT, PFT & Esophageal |
manometry

l If positive... |

If negative...

' Follow-up l Choice of treament




VEDQOSS tlunetek: kiindulas — 5 év elteltével

100 =
80+ +305
73.7
un
= 60~ % increase over Baseline
E E [0 BASELINE
=] +15.4%
a"‘ 50 = ﬁ ™
v C 404 +5.6%
G 2
e 0 1% +40.4%
; e~ +64%
20+ +3.2% ﬁ % +260%,
. E | .
B o ' e 'y e ANA e 9 ' 9 ' 9
B sscas ¢ ! 4 : 4 S5C AB ¢ ! 4 | ¢
B wc . ! 4 : | ' NVC . X | 2 | |
. PF & ' ') 4 PF @ S Pt



VEDOSS — tUnetek: 5 éven beluli SSc diagnozis

100 =
94
u . o g SSc pattern | Puffy Relative
5;3._ a7 29 Proportion fulfilling 2013 criteria ANA Ssc Ab on NVC fingers Risk
N :
P ool 71 69 ANA 58.9% | 70.2% 75.0% 79.0% ! High
£ o — sSc Ab 702% | 702% | 822% |ICAN
o 50 + presence of |SSc patternon NVC | 75.0% | 82.2% 70.1% 69.2%
7 Puffy fingers 79.0% 69.2% | 70.8%
2 50%
=2 AMNA 31.0% 40.4% 47.5%
5 i SSc Ab 31.0% | 31.0% 41.9% | 49.6%
absence of 55c pattern on NVC 40.4% 41.9% 41.5% 50.9%
0 - Puffy fingers 47.5% 49.6% 50.9% 47.9% H Lt
AMA @ ’ ' ' ' .
S5CAB 4 : 4 : 4
NV . 4 ‘ : : ’
PF . ) ‘ 4



Klasszifikacio

Barnett type 1 Barnett type 2 “intermediate” Barnett type 3
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Scleroderma sine scleroderma Sclerbdact}'ly Acrosclerosis Diffuse $S¢

Sy T

Limited SSc




Klasszifikacio

Korai SSc — Gyulladasos tulsuly

(dcSSc 3 evicSSc5-7¢éev) KésGi SSc — Fibrotikus tulsuly

* DAMP - TLR aktivacio * Fibroblastok perzisztens aktivitasa
* Macrophag aktivacio » Endothel > Myofibroblast

* |[L6 szint emelkedett atalakulas
* Fibroblastok termelik * Szeneszcens sejtek jelenléte

* Th2 sejtek aktivitasa magas * Mar nem osztddik, de citokint
* IL4, IL13 - fibroblast aktivacid termel — SASP faktorok

* JAK/STAT fokozott szignalizacié * TGF-B flggetlen fibrotikus aktivitas



Klasszifikacio
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* aSCL 70 fibroblast: POSTN és SFRP4
génaktivitas = fibrosis
* Kései betegmintakban is dominans

* aRNA polymerase lll fibroblast:
HIPPO és PI3K/AKT génaktivitas

* Tumorszovetben abundans RNS pol.
expresszio



Klasszifikacio

* Fibrotikus manifesztaciok: * Vascularis manifesztaciok:
* Scleroderma e Raynaud — tlinet (RT)
* Interstitialis tud6betegség (ILD) * Ujjbegyfekély
* Myocardialis fibrosis * Pulmonaris arterias hypertensio
* Gastrointestinalis érintettség (PAH)
* Hypomotilitas, felszivédasi zavar, * Teleangiectasiak (b6r, Gl)

gastro-oesophagealis reflux



Uj szakmai ajanlasok Szisztémas Sclerosisban
* EULAR recommendations for the treatment of systemic sclerosis: 2023
update

* The 2024 British Society for Rheumatology guideline for management
of systemic sclerosis

* Treatment of Systemic Sclerosis—associated Interstitial Lung Disease
Evidence-based Recommendations: An Official American Thoracic
Society Clinical Practice Guideline

* Consensus on the assessment of systemic sclerosis—associated primary
heart involvement: World Scleroderma Foundation/Heart Failure
Association guidance on screening, diagnosis, and follow-up
assessment



Belszervi erintettseg felmérese

ACR/EULAR 2013 Classification Criteria for Systemic Sclerosis

VEDOSS Criterie

“Very early™ SS¢

tems Sub-items

' skin thickening of fingers of both
hands extending proximal to MCP
joints (sufficient criterion)

" Skin ihr&enm?)f the hnéers 1 Puﬂy}i}\gers .
{only count highest score) | Sclerodactyly

| Fingertip lesions ' Digital tip uicers

(only count highest score) | Fingertip pitting scars
| Telangiectasia ‘
" Abnormal nailfold capillaries ‘

-

" PAH and/or ILD PAH
{maximum score is 2)

o
{ ’Ravnaud’s pﬁenomenon |
» “+
SSc-related antibodies Anti-centromere
{(maximum score is 3) Anti-topoisomerase 1

Anti-RNA polymerase 3

NN N WA N



Belszervi erintettseg felmerese - ILD

- Minden frissen diagnosztizalt SSc betegnél:
- HRCT
- Légzésfunkcio: Spirometria + Diffuzids kapacitas

- SSc ILD betegnél

- 3 - 6 havonta légzésfunkcid ismétlése az els6 3 - 5 évben
- kés6bb 6 — 12 havonta

- HRCT ismétlése romlo léegzésfunkcio esetén
- HRCT megfontolandd 1-3 évente vagy a kezelés hatékonysaganak felmérésére

- Nincs ajanlas arra, hogy ILD diagndzisa nélkil hogyan jarjunk el, de PAH
sz(lrés miatt évente ajanlott



Belszervi érintettség felmérése — Sziv

* PAH: Diagnozis idején majd e SSc-pHI:
évente * EKG
* EKG Sziv UH
Légzésfunkcio: DLCO NTproBNP

e Sziv UH * Troponin

* NTproBNP  HFrEF vagy HFpEF esetén:

e DETECT: e Coronaria betegség kizarasa!

THE DETECT ALGORITHM 2-STEP DECISION TREE' g Gyanl:I esetén SZIIV MR
Step 1 Step 2 . .

—— = — » Arrythmiakra is gondolnunk kell!
® FVC % predicted/DLco % predicted = Right atrium area Referral
= Current/past telangiectasias = TR velocity for RHC

s Serum anticentromere antibodies

= Serum NT-proBNP
= Serum urate

= Right-axis deviation on electrocardiogram



SSc-pHI

Fig. 1. Increased signals of the left ventricle
walls on T2-weighted MRI suggesting myocardi-
tis in 3 patient with systemic sclesosis.

Risk factor

Cardiac outcome or definition of S5c-cardiac disease

Reference

Male gender

Black ethnicicy
Easter European
Older age of onset

Diffuse cutaneous
55¢c

Higher mRSS

Anti-Topoisomerase
| antibodies

Anti-Ku antibodies

Anti-histone
antibodies
Anti-RMNA
polymerase
antibodies

Anti-U3RNP
antibodies

Digital ulcers

Tendon friction rubs
Myositis
Lung involvement

Higher HAQ-DI
score

Late NVC pattern

Left ventricular systolic dysfunction on TTE

Pericarditis

Palpitations, conduction block, diastolic and systolic LV dysfunction
Left ventricular systolic dysfunction on TTE

Conduction blocks, diastolic dysfunction

More severe cardiac disease according to the Medsger severity scale
At least one of the following: pericarditis, congestive heart failure, severe
arrhythmias, and/or atrioventricular conduction abnormalities
Diastolic dysfunction and conduction block

Palpitations

Supra-ventricular or ventricular tachycardia

Presence of LGE and higher ECY on CMR

Higher T values on CMR

Conduction disturbances and abnormal ECGs

Cardiomyopathy, symptomatic pericarditis, or an arrhythmia requiring
treatment

Cardiac involvement defined as left-sided congestive heart failure (LV ejection
fraction << 45%) or pericarditis by TTE or CMR imaging, arrhythmia requiring
treatment, or conduction defect

Abnormal ECG

Any of the following: symptomatic pericarditis, clinical evidence of LY
congestive heart failure not attributable to any other condition, or conduction
defect or arrhythmias requiring treatment

Cardiomyopathy, symptomatic pericarditis, or an arrhythmia requiring
treatment

Left ventricular systolic dysfunction on TTE

Higher ECY and higher MPR on CMR

Increased T2 ratioc on CMR

Cardiac involvement not defined

Left ventricular systolic dysfunction on TTE

Left ventricular systolic dysfunction on TTE

Higher T1 values on CMR

Severe heart (or kidney) involvement

More severe heart disease based on the ECG, ejection fraction, and NYHA
functional class findings

Maoderate to severe cardiac disease defined with the Medsger severity scale

Allanore et al.'®
Laing et al."
Walker et al.'?
Allanore et al.'”
Carreira et al."?
Medsger et al.'*

Ferri et al.'?

Hunzelmann et al.'*

Walker et al.'2
Kostis et al.'?
Dumitru et al.'
Lee et al.,'? Terrier
et al.20

Hunzelmann et al.'®

Steen and Medsger?!

Rodriguez-Reyna et a

Hesselstrandet al 2

Kuwana et al.2*

Steen and Medsger®'

Allanore et al.'®
Dumitru et al.'®
Mavrogeniet al.®®
Steen and Medsger®®
Allanore et al.'”
Allanore et al.'®
Terrier et al.®®

Steen and Medsger?’

Morita et al.*®

Medsger et al.'*




Tumorkutatas

* Mortalitas 16%-ért felel6s

* Limitalt evidenciak a koltséghatékony eljaras megallapitasaban
* Red flag tiinetek esetén célzott kivizsgalas

e Kor és nem szerint ajanlott szlrdévizsgalatok

* HRCT megfelel a tid6folyamatok szlirésére

* BSR ajanlas:

* 65 évnél id6sebb vagy paraneoplasias SSc gyanu (overlap DM, aRNA pol.,tenyér
fibrosis): székletvér --> endoszkopia, n6gyogyaszat, vérkép

e Egyéni mérlegelés alapjan mellkas, has-kismedence kontrasztos CT, 18F-FDG PET/CT

* Prekancerozus laesiok kontrollja
* Reflux — Barret metaplasia



Terapia

Vascularis manifesztaciok
e Raynaud tlunet

* Teleangiectasiak
* Ujjbegyfekélyek
e PAH

 GAVE

e Vasodilatatorok

Inflammatorikus — fibrotikus manifesztaciok
e Scleroderma

* |[LD

* SSc — pHI

* Gl érintettség

* Arthritis — arthralgia

* Immunszuppresszio



BOrtUnetek kezelése
e Korai diffuz cutan SSc (non Raynaud ttinet utan > 3 év) - BRS

* Belszervi érintettség rizikdja (ILD, SSc-pHI) magas

* Multi - diszciplinaris ellatas, biologiai terapiak, és csontveld transzplantacio lehetGsége
legyen meg

* MMF inditasa javasolt (alternativa az MTX)

* EULAR:

* Methotrexat, mycophenolat mofetil és/vagy rituximab
* Tocilizumab: korai SSc, emelkedett gyulladasos paraméterek esetén megprobalhato
* CYCis hatékony!



mMRSS

BOrtunetek - MMF, CYC (SLS | és II) RTX (DESIRES)

1

1 ]
12 18 18 21 24
Month

— Cyclophosphamide (A)
16 =--- Mycophenolate (B) - Double-blind phase Open-label extension
- '
N .‘ : ll KES
14 = ' £
8 0 -----------------------------------------
12 - =
5 -5-
§'\ —— Rituximab
10 — S ~—— Placebo
- -10 1 1 Il 1 1 1
0 4 12 24 28 36 48
8- Number of patients Weels
Placebo 26 26 22 22 20 19 19
6 — B: 69 65 60 54 58 51 50 49 53
T
9



BOrtinetek — TCZ (focuSSced)

Bevonasi kritérium: CRP 26 mg/L,vagy ESR
>28 mm/h vagy THR 2330 x 10%L

Nem latszott szignifikans kilonbség a
placebohoz képest

A placebo karon is jelent8s javulas latszott

TCZ kezelés mellett nem jelentkezett komoly
mellékhatas
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. =i I | T T |
0 8 16 24 36 48

Time (weeks)

Placebo Todlizumab
n=106 n=104

LSM change from baseline at
week 48 (primary outcome)

| SM change from baseline at
week 24 (exploratory outcome)

44 61 1.7 (95% (1 3-Bto 0-3);
p=010

31 37 —0-6 (95% Cl-23 to 1-0);
nominal p=0-45



SSc -ILD

ILD is defined as the radiologic presence of reticulation, traction
bronchiectasis, traction bronchiolectasis, honeycomb cysts, ground-
glass opacities or air space consolidation, other interstitial lung
abnormalities, or any of the recognized patterns of interstitial
pneumonias (usual interstitial pneumonia [UIP], probable UIP,
indeterminate for UIP, nonspecific interstitial pneumonia [NSIP],
organizing pneumonia (OP), lymphoid interstitial pneumonia [LIP],
pleuroparenchymal fibroelastosis, or unclassifiable interstitial
pneumonias) reported in the context of SSc



LD

0

3

d

8 ev alatt progre




SSc —ILD - progressziv alcsoport

* 1) Romld nyugalmi vagy terhelési dyspnoe vagy kohogés
e 2) >5% abszolut FVC csokkenés, vagy >10% DLCO csokkenés

 3) Radioldgiai progresszio (HRCT- vel igazolt progresszio ILD
kiterjedésében vagy sulyossagaban)



SSc- ILD kezelése

* Immunszuppresszio:
* Elsé vonalban MMF / CYC / RTX
e TCZ: korai dcSSc, SCL — 70 poz., emelkedett gyulladasos paraméterek

* Antifibrotikus kezelés:
* Nintedanib: MMF — el kombinalva, vagy monoth.
* BRS csak progressziv esetekben ajanlja, EULAR és ATS minden esetben

* Progressziv és stabil esetek is bevonasra kerultek, a klinikai vizsgalatba tehat:

. _a? a mérsekelt javulas a progressziv esetekben mutatott magas hatékonysag és a stabil esetekben
jelentkez6 hatastalansag atlaga

VAGY
* b) a stabil esetekben is megakadalyozhatja a potencialis progressziot

* Terapiarezisztens esetekben MMF + RTX, MMF + TCZ

e Vakcinacidé: COVID, Pneumococcus, HZV. Profilaxis: PJP — RTX mellett minden
esetben



Change in %-predicted FVC
(from baseline to 24 months)

SSc — ILD CYC és MMEF (SLS | és 1)

Premature withdrawals

CYC MMF
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SSc — ILD CYC és MMEF (SLS | és 1)

Survival Probability

1.0
0 - - Cyclophosphamide (A)
i - == Mycophenolate (B)
0.8 1
0.6
0.4 -
0.2 -
A: 73 64 56 51 46 43 42 38 38
0.0 - B: 69 66 57 54 52 52 49 49 49
1 1 | 1 I I | | 1
0 3 6 9 12 15 18 21 24

Month

Per os CYC adagolassal vizsgalva!

CYC: kedvez6tlen mellékhatas profil (leukopenia, 15x riziko)
MMF non — inferior, de jobban toleralt
MMF azonban van ahol nehezen elérhet6



SSc — ILD RTX (DESIRES, RECITAL: SSc,MCTD,DM)

FIGURE S1 - Boxplot of observed FVC values (in litres) by visit
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SSc — ILD TCZ (focuSSced)

—4.6 in the placebo group and —0.4 in the tocilizumab group
(difference 4.2 (95% Cl 2.0 to 6.4); p=0.0002

Els6dleges végpont megbukott, de az adatokat és
biztonsagossagot figyelembe véve FDA engedélyezte

Patlants [%)

[35= 0

Change from baseline In FVCS pradizted (LS4

'.lr'mrrl.ing [drq.'n'n'p in
T3 predecbed)

Mo dedikne (Encrogss in
PV pueding ted)

-y '_‘__\-
i_\_l - ..L—'-'-_‘
1 — Placebo (n=91) P
— loohzumab (n=93) . P
[ p'unllu': [Van Blteren)=0-002 ‘rr,"' r.H
g ’
AL
60 - i
II_,-" T nr 5
0 — | ."I :
14
Jr
20 |
16-5%—p-" I.I" :
.—"'"._r..r' i
— r— 545 .
i} e '_—. J— } T 1
40 =L =20 -1} i 10 20
Chamge frown baseline in PAC% predicted
C
1 —— Flacebo (n=106)
B Toolzumab (n=104)
o -
1 *- | |
= ¥ ____;-"--- P S o e = | |
-~
1
; T : |
=2 s e | I -
- » o -
- | % _
L -\H'\.
4+ &
T
5
_ﬁ_ -
=T T T ]
0 d 16 24 E i} 4B

Thrrns [weeeks)



Adjusted Annual Rate of Change in FYC (mifyr)

SSc — ILD Nintedanib (SENSCIS)

Nintedanib mellékhatdsok: hanyinger (2.3x), hanyas (2.4x), hasmenés
Difference, 41.0 milfyr [95% C1, 1.9 to 79.0)

P-0.04 (2.4x), fogyas (2.8x), mellékhatas miatti felfliggesztés (1.8x)
1 D e Pt SN e
Hasmenés esetén: lopedium, déziscsokkentés megkisérelhet6
-0
"IIU'E
] 20 :
. N U S . s .
60 i ; .
E Pk [ H _'—-.* +_ — __+_\_\_ Mirgrsd anis ,
B 3 ——
| = E 40 i _——-+
el T 5 %— 50 I
E.E 50- ‘ |
100 I FRE | I
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& -1 20 I
~130 i 140 T T T T 1
Nintedanib Macebo g 2 & & 12 24 36 52

(N=287) (N=288) Week



Mean (SE) absolute change from

baseline in FVC (mL)

SSc — ILD Nintedanib + MMF

Kombinalt terapia a leghatékonyabb

- & - No mycophenolate at baseline, randomised to nintedanib
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Systemic sclerosis — associated primary heart
involvement (SSc-pHI)

* A BRS ajanlas foglalkozik ezzel: limitalt evidencia
* MMF, RTX, CYC, TCZ hatékony lehet
* HA feltétlen szlikséges, el6nyt — kockazatot mérlegelve: corticosteroid

» Szivelégtelenség kezelése:
* HFrEF

* Furosemid — oedema esetén
» Szivelégtelenség négy alappillére:
* B - blokkolok
* ACEi/ARB/ARNI
* Mineracorticoid receptor antagonista (spironolakton)
* SGLT2i (dapaglifozin, empaglifozin)



vek

Vascularis manifesztaciok — Raynaud, feké

* Raynaud — tinet kezelése: vasodilatatio
* CCB: nifedipin, lercanidipin, amlodipin
* PDESi: Sildenafil, tadalafil
* Sulyos esetekben iv. iloprost/alprostidil

* Ujjbegyfekélyek: sulyos esetben stirgfsségi ellatast igényel!
* Gyogyhajlamot noveli: PDESI, alprostidil
e Szekunder prevencio: ERA: bosentan
* Bosentan nincs hatassal Raynaud - tluinetre!
* ASA/clopidogrel megfontolandd (f6leg necrosis esetén)
* Debidrement segitheti a gyogyulast




| Start Oral CCB, :
! usually Nifedipine modified Release l

Control of RP

| Consider PDESi
'Lalone or in combination

- [ Digital Ulcer Disease]




Vascularis manifesztaciok - PAH

e SSc-ben tapasztalt pulmonaris hypertensio oka lehet:
1. tipus: prekapillaris vasculopathia - PAH
2. tipus: posztkapillaris PH: balszivfél elégtelenség esetén

3. tipus: SSc— ILD kapcsan

e SSc — PAH kezelése:

* Kombinalt kezelés javasolt
 NEM kell warfarinnal antikoagulalni

Recommendations

Class - Level

Measure/treatment

WHO-FC III

WHO-FC 1V

WHO-FC II

Calcium channel blockers I 2 1%
Ambrisentan 18 A
Endothelin receptor Bosentan I A
antagonists -
Macitentand il B
Sildenafil I A
Phosphodiesterase = =
type-5 inhibitors Lol & B
Vardenafil* IIb B
Guanylate cyclase e =
stimulators Riocigunt = =
Prostanoids Epoprostenol intravenous? = =
Inhaled =
Iloprost
Intravenous* -
subcutaneous -
Inhaled* -
Treprostinil
Intravenous® =
Oral* -
Beraprost* -
IP-receptor agonists Selexipag (oral)* ¥

A pulmonaris hypertonia kezelésében ajanlott gydgyszerek — European Society of Cardiology ajanlasa szerint

IIb

IIb

IIb

IIb

IIb
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/ —1 Patient without SSc-PAH l—
PAH treatment

on PDESi and/or Bosentan for DU

Patient already \

v
WHO class IIl/IV
" or ERS intermediate/High
Risk
v

WHO class Il
or ERS Low/intermediate
Risk

WHO class lII/IV
or ERS intermediate/ High
Risk

! Consider IV PCAs | /




Vascularis manifesztaciok — Scleroderma renalis krizis

* Sulyos hypertensio, veseelégtelenség, haemolitikus anaemia
* Nem szukséges ACEi prevencio céljabal
* Kezelése: maximalis dozisu ACEi

» Kockazati tényezbk:
* aRNA - polimeraz Il
korai dcSSc
magas We
inhGvely fibrotikus pattogasa
10 mg feletti prednisolon dézis hajlamosit ra



Systemic sclerosis
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 PDES s sssssss PDES;

BOSENTAN

ILOPROST ILOPROST




Uj terdpias

When to consider AHSCT in adults

People with:
* early diffuse cutaneous S5c;

* rapidly progressive skin invalverment and/or kidney, cardiac or

lung invalverment;

younger than 65 years.

Because of increased treatment-related risks, AHSCT is not
recommended in people with:

severe |LD with DLco % of predicted below 40%:;

decreased cardiac function with lett ventricular ejection
fraction below 45%;

pulmonary hypertension;
active/uncontrolled scleroderma renal cnisis:
poor kidney function, creatinine clearance <40 ml/min;

poor liver function (sustained 3-fold increase in serum
transaminase or bilirubin):

active/uncontrolled infection;
untreated severe arrhythmia;
bone marrow insufficiency;
concurrent neoplasms.

ehetdsegek — Auto
transzplantacio és CAR —T sejt th.

0g 0sseijt

#Ga-FAPI-04-PET/CT

Contrast-enhanced Contrast-enhanced

Axial Tiw TSE FS

Coronal T1w TSE FS

Baseline

SUVmax septobasal: 8.6

Baseline

EUSTAR Activity Index

3-Months Follow Up

SUVmax septobasal: 5,8

3-Months Follow Up

G Modified Rodnan Skin Score

Baseline

o) o

3months 6 months

Baseline 3 months follow-up & months follow up
FVC 3.271(73% pred.) 3,45 1{77% pred.} 3,21 (72% pred.)
DLCO 49 mmol/[min® kPa) 52 mmal/{min®kPa) 39 mmol/{min*kPa)
KCO 58 mmed/(min"kPa*l) | 68 mmol/imin*«Pa*) 80 mmolAmin*kPa®])




Uj terdpias lehet8ségek — immundep

Blincyto: how it works

UCIR.org

/

ecio

* Blinatumomab:

* CD3-CD19 bispecifikus
anitest

* 1 esetismertetésben:
* mRSS21-> 10
* Csokkend dyspnoe



KO6szOnOm a figyelmet!




