G

Hospital General de Granollers
Fundacid Hospital Asil de Granollers

Tractament de I’'esclerosi sistemica

26 Octubre 2012






G Esclerosi sistemica: fisiopatologia

Hospital General de Granollers
Fundacié Hospital Asil de Granollers

Factors lesius

A\ 4

ENDOTELI l

PGI,, NO

Activacié/disfuncié Endotelina

Limfocits / Citoquines
IL-2, IL-9
ICAM,ELAM
selectinas

TGFpB CTGF
\

Plaquetes

PF4RTG  TXA,
TGFR
CTGF

Fibroblastes

PDGF

|
FIBROSI

VASOCONSTRICCIO

f




G

Hospital General de Granollers
Fundacid Hospital Asil de Granollers

Esclerosis sistemica: tractament



Hospital General de Granollers
Fundacid Hospital Asil de Granolle

No drug should be discarded until it

has been tried in systemic sclerosis !

Dr. Eric Bywaters
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Ho ptal(] ral de Granoller

Fenomen de Raynaud
Evitar aquells farmacs amb efectes vasoconstrictors

Mesures generals

Evitar el tabac

Evitar I'estres

Mesures fisiques per evitar el fred: guants, mitjons, ...

Pastilles que desprenen calor ("

.“'W" .

(carbo actiu)
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Fenomen de Raynaud
Farmacs
Indicat en aquelles persones en les quals el

fenomen de Raynaud interfereixi en les

activitats de la vida diaria
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Hospital General de Granollers
e

Fenomen de Raynaud

Farmacs
Antagonistes dels canals del calci (12 linia)

Nifedipi 10-40 mg / 8 hores

~

Efectes 2aris
Amlodipi 5-20 mg / dia
Felodipi 2,5-5 mg / dia Hipotensio
Cefalea
Diltiazem 30'120 mg / 8 hOFeS Sofocacions
Antagonistes receptors angiotensina Ede”.”e‘s .
aquicardia
Losartan 25-100 mg / dia K /

Vasodilatadors periféerics
Pentoxifilina 400 mg / 8 hores

NEJM 2002; 347: 1001-8
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Hospltal General de Granollers
i Hospital

Fenomen de Raynaud

Farmacs
Inhibidors selectius serotonina

Fluoxetina 20-40 mg / dia

Estatines
Atorvastatina 10 - 40 mg / dia
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Fenomen de Raynaud greu
Analgesia

Paracetamol 1g / 8 hores +
Dexketoprofé (Enantyum®) 25 mg / 12h
o Metamizol (Nolotil®) 2 g / 8h

+/- Tramadol

+/- Pegat d'opioides



G Esclerosi sistemica: tractament

Hospital General de Granollers
FFFFF I i i

lllllllllllllllllllllllll

Fenomen de Raynaud greu

Farmacs
Prostaglandines

Alprostadil (Sugiran®)

Endovends / Us hospitalari

Pauta HGG: 40-60 micrograms (2-3 ampolles) en 250 cc
de sérum fisiologic a passar en 3 hores ev durant 21
dies laborables

lloprost
Endovends o inhalat / Us hospitalari

Pauta ev: 0,5-2 ng/kg/min a pasar durante 6-8 hores
durant 3-5 dies
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Fenomen de Raynaud greu

Farmacs
Antagonista receptor endotelina

Bosentan (Tracleer®)

Via oral / Us hospitalari Efectes 2aris
Pauta: 62,5 -125 mg cada 12h Alteraci6 funcio hepatica

Inhibidor fosfodiesterasa 5

Sildenafilo (Revatio®) Ambrisentan
Via oral / Us hospitalari (Volibris®)
Pauta: 20 -150 mg / dia

Tadalafilo (Cialis®)
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Fenomen de Raynaud greu
Farmacs

Antiagregant
AAS 100 mg / dia

Anticoagulant

HBPM a dosis plenes
Antibiotics

Antiseptics
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Fenomen de Raynaud greu
Farmacs

Quirurgic
Desbridament quirurgic
Simpatectomia digital
Simpatectomia cervical / lumbar

Amputacio
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.............

AfeCC|o cutania
Engruiximent cutani i pruija
Hidratacié cutania

Glucocorticoides topics / orals a dosis baixes

Antihistaminics

Metotrexato (MTX)

ES cutania difusa: fase inicial
10-15 mg / setmana via oral o parenteral

Avaluacio anual index cutani Rodnan

Ann Rheum Dis 2009; 68: 620-8
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Hosp:tai General de Granollers
.............

Afeccié cutania

Calcinosi

Diltiazem® 240-480 mg / dia

Signes inflamatoris, AINE o colquicina

Lesio ulcerativa infectada, antibiotic
Minociclina® 50 a 100 mg / dia x 4-8 setni,
cicles cada 3-4 mesos

RituximabY 375 ma/m? x 4 setmanes cada 6 m, 2 cicles

Ciru rgia % Arthritis Rheum 1995; 38:1646-54
BAnn Rheum Dis 2003:;62:267-9
Y Semin Arthritis Rheum 2012;41:822-9
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Afeccio articular
AINES

Glucocorticoides orals a dosis baixes

Fisioterapia

Hidroxicloroquina, Metotrexato

Afeccid muscular

Conducta expectant

Glucocorticoides +/- immunosupressor (MTX, AZA)
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Ho ptal(] ral de Granoller

AfeCC|o digestiva

« Disfagia orofaringica

* Hipomotilitat esofagica

* Hernia hiatus

« Hipotonia esfinter esofagic

* Refluxe gastroesofagic (RGE)
« Esofag de Barret

« Estenosi esofagica

« (Gastroparesia

« Sindrome de malabsorcio

« Sobrecreixement bacteria (diarrees)
* Restrenyiment

* |ncontinencia anal
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Afecmo digestiva

Disfagia orofaringia, esofagica i refluxe GE
Higiene bucodentaria

Recomanacions higienico-dietétiques en les disfagies

Lubricacio | textura aliments, poques quantitats i

sovint, aliments “prohibits”™: pa motile, fruits secs, conill ...
Recomanacions higienico-dietetiques en el RGE
Elevar capcalera del llit, menjar 2h abans d’anar a

dormir, evitar xocolata — alcohol — greixos ...

Reumatol Clin 2012;8:135-140
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AfeCC|o digestiva
Disfagia esofagica, RGE | gastroparesia
Procinétics

Domperidona 10-20 mg (1-2 cullerades) uns 15
minuts abans dels apats

Antibiotics: eritromicina, amoxicil-lina-clavulamic, ...

Inhibidors de la bomba de protons

4 Oo . N g
Omeprazol 20-40 mg al dia @'mpw@

Esomeprazol 20-40 mg al dia

Dilatacions esofagiques amb bujia
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Afeccio digestiva

Trastorn gastric | intestinal
Tractament amb ferro

Cribatge malnutricio

30 % malnutricidé

J Rheumatol 2009; 36: 273743
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Pas 1
IMC
IMC puntuacioé
>20 =
18,5-20 =
<18,5 =

Pas 3

Efecte malaltia intercurrent

Pas 2
Pérdua de pes
| pes 3-6 mesos puntuacié
<5% =
5-10% =
>10% =

Malaltia aguda greu i que ha
estat o es creu que no menjara
res en > 5 dies

Puntuacio 2

Pas1+Pas 2+ Pas 3

0 Baix risc

Freqguencia cribratge

A cada visita

|

1 Risc moderat
Donar consell

Valoracié nutricional

Frequéncia cribratge
Hospitalitzat: setmanal

A domicili: 2 mesos

l

2 Alt risc

Valoracié nutricional

Frequéncia cribratge
Hospitalitzat: setmana

A domicili;: mes

www.bapen.org.uk
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DISSABTE DIUMENGE
| Resultados
MNutriente " alor Unidad [% AE
Yiogur, desnatado, natural - 126 g Energia 111302 keal
Leche, semidesnatada, pazteurizada - 100 g Proteina total 41,550 14,96 ]
Maiz en coposz, para el dezayuno, enriquecidos - 35 g (1.0 racian indivic Lipidos tatales E2.78 g BE.73 X
Ezparago blanco, en conserva - 100 g [5.0 unidades) Glicidos totales .40 g 297 %
Salchicha, tipo paiz, ala plancha - 80 g [2,0 unidades] Fibra alimentaria hatal 2.254a
Muez, cruda - 23 g [5.0 unidades s/cazcara) ) y
Melocatdn, con piel, crudo - 150 g (1.0 unidad mediana pn) & S odio 1.310.67 mg
Pan blanco, tipo "baguette’ - 20 g Calcio B54,19 mg
Leche, semidesnatada, UHT - 225 g [1.0 vazo grands] Fésforo 769,97 mg
Aceite de oliva, wirgen - 20 g Hierma .44 g
Calculo Mutrientes
Afadir Alimento Editar falar Peso Total [g] Imnprirnir Ficha " por100 g ~ Todos
Eliminar Alimento | Aporte Alimento Calcio / Fézhoro | Irnprirnir W aloracion % por peso total &+ Principales
Distribucion de la Energia por Principios Inmediatos
Gramos Kcal -4

i 81,40 32588 2931 %
Glicidos totales 4 - b

‘ Lipidos totales Lipidos tatales ga.7a B19.06) 5573 %

B Froteina total 4155 166.20( 14.96%
Etanol == ooo]  ooo 000

* Las diferencias entre log valores de energia son debidas a la presencia de acidos organicos.

RESSOPO
- hora

ALTRES

Calcul de la despesa energética total
Especificar quantitat de I'aliment EquaCi() de Harris-Benedict

Reumatol Clin 2012;8:135-140
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Afeccio digestiva
Malnutricio energetica
Alimentacio basica adaptada

Suplementacio orals

nutricionals
Nutricidé enteral

Nutricio parenteral

Trastorn anorectal
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Afeccio pulmonar
Pneumopatia intersticial

Patré en vidre esmerilat
(Ground glass opacification)

Patrd en rusc d’abelles
(reticulo-nodulillar)
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Hasp;:al General de Granollers

Afeccio pulmonar
Pneumopatia intersticial “activa”

Mesures antirefluxe (RGE)

Prednisona 10-30 mg al dia oral +
N-acetil cisteina 600 mg /8 h +
Ciclofosfamida

600-800 mg/m? ev mensual durant 6 mesos - reavaluar 2>
bimensual durant 6 mesos - reavaluar 2>

trimestral fins arribar als 2 anys (17?)

Alternatives:

Azatioprina 2,5 mg / Kg / dia oral
Micofenolat mofetil
Rituximab
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Afeccio pulmonar
Effect of mycophenolate sodium in scleroderma-related
interstitial lung disease

Number of . Side
EVC DL
Study/year patients Design effects <o
Prior During Prior During

MME/MS MME/MS MME/MS MME/MS
[L,;TS‘S et al., 2006 6 RT 0/6 65.6 (19.14) 76.2 (22.5) 64.2 (22.55) 75.4 (26.73)
Gerbino et al.

’ 5 3 5 52.5

2008 [25] 13 RT 2/13 70 (15) 74.3 (14) 1(13) 2.5 (12)
[Z;g”]‘“r“ et al, 2008 17 RT 0/17 72 (7.8) 69.4 (11) 50 (7) 48.6 (9)
Koutroumpas et 10 RT 0/10 79.5(15.72)  87.1(20.81)  80.67(33.52)  86.67 (25.58)

al., 2010 [26]

Simeon-Aznar et
3 3
al., 2011 [24] 14 PT 1/14 64 (20) 64 (22) 40 (13) 7(13)

Tzouvelekis et al.,

1012 10 RT 0/10 64.71 (8.7) 69.44 (10.6) 51.41(13.2) 49.38 (9.2)

Pulm Med 2012. Meta-analysis
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Afeccio pulmonar
Experience with rituximab in scleroderma: results

from a 1-year, proof-of-principle study

Dimitrios Daoussis'*, Stamatis-Nick C. Liossis'**, Athanassios C. Tsamandas?,
Christina Kalogeropoulou®, Alexandra Kazantzi®, Chaido Sirinian?,

Maria Karampetsou', Georgios Yiannopoulos' and Andrew P. Andonopoulos’
Rheumatology 2010; 49: 271-80

Effect of long-term treatment with rituximab on
pulmonary function and skin fibrosis in patients with diffuse
systemic sclerosis

D. Daoussis!, S.C. Liossis!, A.C. Tsamandas-, C. Kalogeropoulou’, F. Paliogianni*,

Rituximab 375 mg / m2 x 4 infusions M
setmanals als 0, 6, 121 18 mesos Clin Exp Reumatol 2012

N=8 (SSc difusa aScl70+)
Millora CVF, DLCO, index cutani
Disminucié deposit col-lagen cutani
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AfeCC|o pulmonar

Hipertensio arterial pulmonar
1/3 asimptomatics

Sospita diagnostica
PFR = volums normals amb DLCO baixa

Cateterisme cardiac

Descartar
Malaltia tromboembodlica

Cardiopatia associada

Rheum Dis Clin North Am 2003;29:335-49
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AfeCC|o pulmonar

Hipertensio arterial pulmonar
Antagonistes canal calci i/o ARA I

Anticoagulacio +/- diuretics +/- O,

Analegs prostaglandines
Epoprostenol
Trepostinil
lloprost
Antagonista receptor endotelina
Bosentan
Ambrisentan
Inhibidor fosfodiesterasa
Sildenafilo
Tadalafilo

Cirurgia: septostomia atrial, trasplantament pulmonar
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Avoid pregnancy (I-C)

Influenza and pneumococcal
immunization (I-C)

Supervised rehabilitation (l1a-B)
Psycho-social support (lla-C)

General measures and Diuretics (I-C)

supportive therapy Oxygen* (I-C)

Oral anticoagulants:
IPAH, heritable PAH and PAH
due to anorexigens (lla-C)

APAH (1Ib-C)

Expert Referral (I-C)
Avoid excessive physical activity (III-C)
Digoxin (11b-C)

VASOREACTIVE

Acute vasoreactivity test
(1-C for IPAH)
(1ib-C for APAH)

NON VASOREACTIVE

WHO-FC -1l
CCB (I-C)

Recommendation-
Evidence

Sustained response
(WHO-FC I-ll)

YES NO —

INADEQUATE CLINICAL
RESPONSE _

BAS (I-C) and/or

Lung transplantation
(I-C)

!

INITIALTHERAPY

WHO-FC WHO-FC ' WHO-FC
I ] v

Ambrisentan, | Ambrisentan, Bosentan, | Epoprostenol i.v.
Bosentan Sitaxentan, Sildenafil
Sildenafil Epoprostenol i.v.,

lloprost inhaled

Tadalafitt | Tadalafitt ‘

Treprostinil s.c.,inhaledt

Sitaxentan lloprost i.v., Teprostinil i.v. | Ambrisentan, Bosentan,

Sitaxentan, Sildenafil, Tadalafilf,
lloprost inhaled, and i.v.
Treprostinil S.C., i.v., Inhaledt
Initial Combination Therapy

‘ Beraprost

INADEQUATE CLINICAL
__ RESPONSE |

Sequential combination therapy (lla-B) §

+/ ERA\+

el i

Prostanoids === + s PDE-5 |
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Afeccio cardiaca R T G
Alteracions del ritme cardiac S e
Disfuncio sistolica i| diastolica A e RS PRSI SRS RN (50 b

Malaltia coronaria
Pericarditis / Taponament

Tractament de les aritmies
Digitalics ...

AINEs

Glucocorticoides orals a dosis baixes

Pericardiocentesi / pericardiectomia



G Esclerosi sistemica: tractament

Hospital General de Granollers
Fundacid Hospital Asil de Granollers

Afeccio renal

HTA

Nefropatia renal cronica - dialisi
Crisi renal esclerodérmica

Nefropatia ANCA+

Inhibidors enzim convertidor angiotensina
Captopril
+/- ACC +/- ARAII

Dialisi / Trasplantament renal

Immunosupressors



G Algorithm for the management of scleroderma renal disease

Hospital Ge
Fundacid Hospital
Algorithm for the management of scleroderma renal disease
|
| | |
Mormotensive Mild-moderate Severe [(accelerated)
hypertension hypertension
BP = 140/90 BP > 1607100
with or without
proteinuria, retinopathy,
or microangicpathic
Baseline renal function Start ACE hemaolytic anemia
Plasma creatinine, 24 hour inhibitor, close
urinary protein Monitoring
| | /
Mormal Abnormal
- | v
Reqular repeat testing Failure .
revery six months in control - Agﬂblggl'?}l_m
dosSSc to 5 years, then BP or other
vearly, as for IcS5C) features of |
renal crisis
t Bed rest
ACE inhibitors
Recovery Calcium channel blockers
T \ See text for details
Long-term renal Temporary Renal function detericrates
replacement therapy hemodialysis
& 2012 UpTolate, Inc. All rightz rezerved. Sub=cription and License Agresment Releaze: 209 - C20.25

Licen=ed to: Hosp Gen de Granollers Support Tag: [ecappls0Sp.utd. com-24.859 .4 243 45E34B60A3-3870.14]
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Organ

Fenomen de Raynaud
Ulceres digitals
Cutani / articular /
muscular

Esofag
Estomac
Intesti

Crisis renals
Altres trastorns renals

Malaltia parenquimatosa

HAP

Cor
Pericardi

Diagnostic

Capil-laroscopia
Exploracio fisica

Rodnan / exploracio fisica /

enzims musculars

Mano-pHmetria / TEGD
Gastroscopia
Transit / Enema amb bari

Monitoritzacio TA
Creatinina / Urianalisi

Espirometria-DLCO /
TACAR pulmonar

Ecocardio / Cateterisme

ECG / Ecocardiograma

Esclerosi sistemica: tractament

Tractament

Calciantagonistes /
Prostaglandines / Bosentan
Fisioterapia

Glucocorticoides / Metotrexato

IBP Valoracié
Procinétics Nutricional
Antibidtics

IECA

Altres hipotensors

Glucocorticoides
CF, AZA, MMF, RTX

Vasodilatadors: ERA, PDES5I, PG

Digitalics, ...
AINE, glucocorticoides

Adaptacio d’Ann Rheum Dis 2009; 68: 620-8
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Criteris diagnostics esclerosi sistemica
(W CRITERI MAJOR

Esclerosi cutania proximal

CRITERIS MENORS 1
Esclerodactilia L

Cicatrius o ulceres digitals
Fibrosi pulmonar basal bilateral

97% Sensibilitat i 98% Especificitat
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Equacié de Harris-Benedict (pes=kg, talla=cm, edat=anys)

Kcal/dia

Homes: DEB =66,5 + (13,7 x pes) + (5 x talla) — (6,8 x edat)
Dones: DEB =665 + (9,6 x pes) + (1,85 x talla) — (4,6 x edat)

DET = DEB x FA (factor activitat fisica) x
FA: Llit (repds) = 1; llit (moviment) = 1,2; deambulacio = 1,3

. cirurgia programada = 1,2; politraumatisme = 1,35; sepsis = 1,6;

grans cremats = 2,1
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Proteines

DURYEA®
FECULA DE MAIZ

3 Hidrats de carboni

PESOMETO ) WET WT 121 0Z. (37ag) -

Greixos




