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ANCAANCA

►► Anticuerpos IgG contra proteAnticuerpos IgG contra proteíínas de los grnas de los gráánulos nulos 
primarios de los neutrprimarios de los neutróófilos.filos.

►► AntAntíígenos detectados: MPO, PR3, elastasa, genos detectados: MPO, PR3, elastasa, 
lactoferrina, catepsina Glactoferrina, catepsina G……

►► ClClíínicamente relevantes: PR3nicamente relevantes: PR3--ANCA, MPOANCA, MPO--ANCA; ANCA; 
patogenpatogenééticosticos

►► ““Vasculitis asociadas a ANCAVasculitis asociadas a ANCA””: GW, PAM y S: GW, PAM y Sííndrome de ndrome de 
ChurgChurg--StraussStrauss



►► Realizar ambas tRealizar ambas téécnicascnicas

►► CombinaciCombinacióón del resultados positivo de ambas n del resultados positivo de ambas 
pruebas (p.e., Cpruebas (p.e., C--ANCA + PR3 ANCA)ANCA + PR3 ANCA)

►► S = 70%, E = 99% para VAAS = 70%, E = 99% para VAA

MMÉÉTODOS DE DETECCITODOS DE DETECCIÓÓNN





►► Tracto respiratorio (granulomas Tracto respiratorio (granulomas ☺☺))
►► GNF necrotizante pauciGNF necrotizante pauci--inmune 80%inmune 80%
►► Capilaritis alveolarCapilaritis alveolar
►► Piel, SNP, Intestino, Ojo Piel, SNP, Intestino, Ojo 
►► CC--ANCA + PR3 = 70ANCA + PR3 = 70--80%80%
►► PP--ANCA + MPO = 10%ANCA + MPO = 10%
►► Forma limitada: ANCA 60%Forma limitada: ANCA 60%

GRANULOMATOSIS DE WEGENERGRANULOMATOSIS DE WEGENER





POLIANGEITIS MICROSCOPICAPOLIANGEITIS MICROSCOPICA

►►Sintomas sistSintomas sistéémicos previos al brote micos previos al brote 
““explosivoexplosivo””

►►GNF necrotizante pauciGNF necrotizante pauci--inmune 90%inmune 90%
►►Capilaritis alveolar 50%Capilaritis alveolar 50%
►►PPúúrpura palpable 46% al iniciorpura palpable 46% al inicio
►►PP--ANCA + MPO = 60%ANCA + MPO = 60%
►►CC--ANCA + PR3 =30%ANCA + PR3 =30%





POLIANGEITIS MICROSCOPICAPOLIANGEITIS MICROSCOPICA



POLIANGEITIS MICROSCOPICAPOLIANGEITIS MICROSCOPICA



POLIANGEITIS MICROSCOPICAPOLIANGEITIS MICROSCOPICA



►►Asma tardAsma tardííoo
►►Eosinofilia, neumonEosinofilia, neumoníías eosinofas eosinofíílicaslicas
►►Vasculitis sistVasculitis sistéémica con granulomas ricos en mica con granulomas ricos en 

eosineosinóófilos en tracto respiratorio filos en tracto respiratorio 
►► InflamaciInflamacióón granulomatosa del miocardion granulomatosa del miocardio
►►Mononeuritis mMononeuritis múúltipleltiple
►►< GNF y capilaritis pulmonar que PAM y GW< GNF y capilaritis pulmonar que PAM y GW
►►PR3PR3--ANCA 30%; MPOANCA 30%; MPO--ANCA 30%ANCA 30%

SSÍÍNDROME DE CHURGNDROME DE CHURG--STRAUSSSTRAUSS



PATOGENIAPATOGENIA
►► ANCA can stimulate respiratory bursts in neutrophils to trigger ANCA can stimulate respiratory bursts in neutrophils to trigger the the 

release of primary granule constituents (Falk et al., 1990)release of primary granule constituents (Falk et al., 1990)..

►► In vitroIn vitro studies: ANCA can cause vascular damage by inducing a wide studies: ANCA can cause vascular damage by inducing a wide 
range of neutrophil effector functions such as release of cytokirange of neutrophil effector functions such as release of cytokines and nes and 
chemokines, and can adhere to cultured endothelial cells to causchemokines, and can adhere to cultured endothelial cells to cause their e their 
lysis.lysis.

►► 2002: Xiao et al: 2002: Xiao et al: murine antimurine anti--myeloperoxidase (MPO) IgG to myeloperoxidase (MPO) IgG to 
Rag2Rag2−−//−−mice (which lack functioning T and B lymphocytes) and mice (which lack functioning T and B lymphocytes) and 
resulted in the development of focal necrotizing glomerulonephriresulted in the development of focal necrotizing glomerulonephritis tis 
(FNGN) without immune deposits (indistinguishable from human (FNGN) without immune deposits (indistinguishable from human 
ANCAANCA--associated glomerulonephritis).associated glomerulonephritis).



DADAÑÑO VASCULARO VASCULAR



Inflam. GranulomatosaInflam. Granulomatosa



PATOGENIA: PR3PATOGENIA: PR3
►► PPathogenic potential of ANCA against PR3 remains unproven, and athogenic potential of ANCA against PR3 remains unproven, and 

these antibodies have not reproduced the typical granulomata or these antibodies have not reproduced the typical granulomata or 
vasculitic lesions in any animal modelvasculitic lesions in any animal model

►► PR3PR3--directed autoimmunity involves the complementary peptide of directed autoimmunity involves the complementary peptide of 
PR3, which is encoded by the antisense strand of the PR3 gene. PR3, which is encoded by the antisense strand of the PR3 gene. 
Exposure of the immune system to this peptide triggers the formaExposure of the immune system to this peptide triggers the formation tion 
of antibodies that crossof antibodies that cross--react with PR3:react with PR3:

-- DNA sequences complementary to the PR3 gene have been identifieDNA sequences complementary to the PR3 gene have been identified d 
in microorganisms including in microorganisms including Staphylococcus aureusStaphylococcus aureus, which supports , which supports 
the role of infectious agents as triggers of PR3 autoimmunity vithe role of infectious agents as triggers of PR3 autoimmunity via a 
molecular mimicrymolecular mimicry



PATOGENIA: LINK INFECCIOSOPATOGENIA: LINK INFECCIOSO

►► KKain et al (2009) provided a novel molecular explanation ain et al (2009) provided a novel molecular explanation 
for the origin and development of paucifor the origin and development of pauci--immune FNGN:immune FNGN:

-- Infection by fimbriated bacteria can trigger cross reactive Infection by fimbriated bacteria can trigger cross reactive 
autoimmunity to LAMPautoimmunity to LAMP--22,, which results in the production which results in the production 
of autoantibodies that activate neutrophils and damage of autoantibodies that activate neutrophils and damage 
human microvascular endothelium human microvascular endothelium in vitroin vitro and cause and cause 
paucipauci--immune FNGN in rats.immune FNGN in rats.



S. de CHURGS. de CHURG--STRAUSSSTRAUSS

►► Activation of Th1/Th2 lymphocytes, eosinophils Activation of Th1/Th2 lymphocytes, eosinophils 
(whose levels correlate with disease activity), the (whose levels correlate with disease activity), the 
release of toxic products, and MPOrelease of toxic products, and MPO--ANCA are ANCA are 
therefore the main pathogenic factors in the CSS therefore the main pathogenic factors in the CSS 
spectrum and apparently predominate in different spectrum and apparently predominate in different 
phenotypes of the disease. phenotypes of the disease. 



FORMAS CLINICAS DE AFECCIFORMAS CLINICAS DE AFECCIÓÓN N 
PULMONARPULMONAR



Granulomatosis WegenerGranulomatosis Wegener

►►Limitada a TRS o pulmones en 25% casosLimitada a TRS o pulmones en 25% casos
►►AfecciAfeccióón traqueobronquial: exclusiva de GWn traqueobronquial: exclusiva de GW
►►Nodulos o infiltrados pulmonares: 85% Nodulos o infiltrados pulmonares: 85% 

casoscasos
►►HPD: 5% casosHPD: 5% casos



ANCA-associated granulomatous vasculitis in 57-year-old man.

Chung M P et al. Radiology 2010;255:322-341

©2010 by Radiological Society of North America



PAMPAM

►►HAD: 25HAD: 25--55% casos55% casos
►►Episodios repetidos de HAD: afecciEpisodios repetidos de HAD: afeccióón n 

pulmonar intersticial = FPDpulmonar intersticial = FPD



Microscopic polyangiitis in 33-year-old woman.

Chung M P et al. Radiology 2010;255:322-341

©2010 by Radiological Society of North America



Microscopic polyangiitis in 33-year-old woman.

Chung M P et al. Radiology 2010;255:322-341

©2010 by Radiological Society of North America



Microscopic polyangiitis simulating interstitial pulmonary fibrosis due to repeated alveolar 
hemorrhage in 60-year-old man.

Chung M P et al. Radiology 2010;255:322-341

©2010 by Radiological Society of North America



Sindrome de ChurgSindrome de Churg--StraussStrauss

►►Infiltrados transitorios: 38Infiltrados transitorios: 38--77% casos77% casos
►►NNóódulos pulmonares en TACAR: 63% casosdulos pulmonares en TACAR: 63% casos
►►Asma: 95% casos y antes de vasculitis (3Asma: 95% casos y antes de vasculitis (3--4 4 

aañños)os)



SSííndrome de Churgndrome de Churg--StraussStrauss

►►ObstrucciObstruccióón nasal, sinusitis recurrente y n nasal, sinusitis recurrente y 
poliposis nasalpoliposis nasal

►►Tratamiento prolongado del asma con Tratamiento prolongado del asma con 
cortocioides puede enmascarar la forma cortocioides puede enmascarar la forma 
completacompleta



CSS in 63-year-old woman.

Chung M P et al. Radiology 2010;255:322-341

©2010 by Radiological Society of North America



CSS in 63-year-old woman.

Chung M P et al. Radiology 2010;255:322-341

©2010 by Radiological Society of North America



Funcionalismo PulmonarFuncionalismo Pulmonar

►►PatrPatróón restrictivo (afeccin restrictivo (afeccióón intersticial n intersticial 
difusa) y obstructivo (formas difusa) y obstructivo (formas 
traqueobronquiales de GW y S. Churgtraqueobronquiales de GW y S. Churg--
Strauss)Strauss)

►►MMáás frecuente: Reduccis frecuente: Reduccióón de la capacidad n de la capacidad 
de difuside difusióón de CO. Pero puede aumentar n de CO. Pero puede aumentar 
notablemente en casos de HADnotablemente en casos de HAD



PronPronóóstico de las complicaciones stico de las complicaciones 
pulmonarespulmonares

►►PAM: elevada mortalidad en el primer aPAM: elevada mortalidad en el primer añño o 
sin tratamiento.sin tratamiento.

►►GW: mortalidad en funciGW: mortalidad en funcióón de la n de la 
presentacipresentacióónn

►►Empleo de esteroides e IS: 90% remisiEmpleo de esteroides e IS: 90% remisióón n 
en 6 mesesen 6 meses

►►Recidiva: 50% casosRecidiva: 50% casos
►►10% pacientes: refractarios a tto. IS10% pacientes: refractarios a tto. IS



PronPronóóstico de las complicaciones stico de las complicaciones 
pulmonarespulmonares

►►Factores asociados a elevada mortalidad:Factores asociados a elevada mortalidad:
-- MMáás de 60 as de 60 aññosos
-- AfecciAfeccióón pulmonar y renal simultn pulmonar y renal simultááneasneas
-- AfecciAfeccióón cardiaca en el S. Churgn cardiaca en el S. Churg--StraussStrauss
-- Mayor Mayor ííndice de actividad de la enfermedadndice de actividad de la enfermedad



PronPronóóstico de las complicaciones stico de las complicaciones 
pulmonarespulmonares

►►Pagnoux et al (Arthritis Rheum 2008):Pagnoux et al (Arthritis Rheum 2008):
-- Dos cohortes de pacientes USA y FranciaDos cohortes de pacientes USA y Francia
-- Edad=predictivo de resistencia terapeuticaEdad=predictivo de resistencia terapeutica
-- PR3PR3--ANCA y afecciANCA y afeccióón pulmonar=predictivos n pulmonar=predictivos 

de recidivade recidiva



PronPronóóstico de las complicaciones stico de las complicaciones 
pulmonarespulmonares

►►Chen et al (Medicine 2008):Chen et al (Medicine 2008):
-- Infecciones pulmonares y edad: factores Infecciones pulmonares y edad: factores 

predictivos independientes de muerte en predictivos independientes de muerte en 
234 pacientes 234 pacientes 



PronPronóóstico de las complicaciones stico de las complicaciones 
pulmonarespulmonares

►►HAD: principal causa de hospitalizaciHAD: principal causa de hospitalizacióón e n e 
ingreso en UCI en pacientes con vasculitis ingreso en UCI en pacientes con vasculitis 
ANCA + con afecciANCA + con afeccióón pulmonarn pulmonar

►►Holguin et al (Am J Med Sci 2008):Holguin et al (Am J Med Sci 2008):
-- 65 pacientes con HAD65 pacientes con HAD
-- Insuf. Respiratoria, hemoptisis, tabaquismo Insuf. Respiratoria, hemoptisis, tabaquismo 

e IRA=predictivos de ingreso en UCIe IRA=predictivos de ingreso en UCI



PronPronóóstico de las complicaciones stico de las complicaciones 
pulmonarespulmonares

►►Khan et al (Chest 2007):Khan et al (Chest 2007):
-- 38 pacientes con formas graves de vasculitis 38 pacientes con formas graves de vasculitis 

ANCA + en que la HAD fue el factor ANCA + en que la HAD fue el factor 
principal de ingreso en UCIprincipal de ingreso en UCI

-- Mortalidad a los 28 dias: 11% (shock Mortalidad a los 28 dias: 11% (shock 
ssééptico)ptico)



TRATAMIENTOTRATAMIENTO

►►Grupo EUVAS:Grupo EUVAS:
-- Diferentes subgrupos de pacientes segDiferentes subgrupos de pacientes segúún n 

localizacilocalizacióón y severidad de las AAV (PAM y n y severidad de las AAV (PAM y 
GW)GW)

-- Diferentes revisiones sistemDiferentes revisiones sistemááticas ticas 
(pron(pronóóstico, tratamiento, stico, tratamiento, ……))



Bosch, X. et al. JAMA 2007; 298:655-669

Process for Study Inclusion



Localized Disease Localized Disease 

►►Patients with symptoms restricted to the Patients with symptoms restricted to the 
upper and/or lower airways, without upper and/or lower airways, without 
constitutional symptoms or systemic constitutional symptoms or systemic 
vasculitis vasculitis 



Localized DiseaseLocalized Disease

►►Remission Induction and MaintenanceRemission Induction and Maintenance

* * RECOMMENDATIONRECOMMENDATION : Owing to its : Owing to its 
favorable response rates and the favorable favorable response rates and the favorable 
adverseadverse--effect profile: use cotrimoxazole effect profile: use cotrimoxazole 
alone or in combination with corticosteroidsalone or in combination with corticosteroids



Generalized NonGeneralized Non––OrganOrgan--Threatening Disease Threatening Disease 
(Early Systemic Disease)(Early Systemic Disease)

►► EUVAS: patients with localized WG with EUVAS: patients with localized WG with 
constitutional symptoms or with multifocal WG or constitutional symptoms or with multifocal WG or 
MPA without threatened organ function MPA without threatened organ function 

►► Serum creatinine levels must be lower than 1.7 Serum creatinine levels must be lower than 1.7 
mg/dL (other authors: lower than 2.5 mg/dL)mg/dL (other authors: lower than 2.5 mg/dL)

►► Possible lung involvement, but PO2 higher than 70 Possible lung involvement, but PO2 higher than 70 
mm Hg and DLCO more than 70% mm Hg and DLCO more than 70% 



Generalized NonGeneralized Non––OrganOrgan--Threatening Disease Threatening Disease 
(Early Systemic Disease)(Early Systemic Disease)

►► Remission InductionRemission Induction

* * RECOMMENDATIONRECOMMENDATION:: To induce remission, To induce remission, 
methotrexate plus corticosteroids can be used methotrexate plus corticosteroids can be used 
instead of cyclophosphamide. When methotrexate instead of cyclophosphamide. When methotrexate 
is used as maintenance therapy, the likelihood of is used as maintenance therapy, the likelihood of 
relapses is high: rigorous monitoring for early relapses is high: rigorous monitoring for early 
detectiondetection



Generalized NonGeneralized Non––OrganOrgan--Threatening Disease Threatening Disease 
(Early Systemic Disease)(Early Systemic Disease)

►► Remission MaintenanceRemission Maintenance

*Azathioprine*Azathioprine--6363 patpat-- (2.0 mg per kilogram per day) vs. (2.0 mg per kilogram per day) vs. 
MethotrexateMethotrexate--63 pat63 pat-- (0.3 mg per kilogram per week initially and (0.3 mg per kilogram per week initially and 
progressively increased every week by 2.5 mg, to 25 mg per week)progressively increased every week by 2.5 mg, to 25 mg per week). . 
Duration: 12 months:Duration: 12 months:

23 patients who received azathioprine and 21 pat who received 23 patients who received azathioprine and 21 pat who received 
methotrexate had a relapse (P=0.71) methotrexate had a relapse (P=0.71) 

Adverse events: 29 AZA vs 35 MTX (P=0.29)Adverse events: 29 AZA vs 35 MTX (P=0.29)

Pagnoux et al (NEJM 2008;359:2790Pagnoux et al (NEJM 2008;359:2790--2803)2803)



Generalized OrganGeneralized Organ--Threatening Disease Threatening Disease 
(Generalized Disease)(Generalized Disease)

►►EUVAS:EUVAS: WG or MPA with constitutional WG or MPA with constitutional 
symptoms, threatened organ function, and serum symptoms, threatened organ function, and serum 
creatinine levels lower than 5.7 mg/dL creatinine levels lower than 5.7 mg/dL 



Generalized OrganGeneralized Organ--Threatening Disease Threatening Disease 
(Generalized Disease)(Generalized Disease)

►► Remission Induction: Remission Induction: Pulse cyclophosphamide with oral Pulse cyclophosphamide with oral 
corticosteroids can be used to induce remission  corticosteroids can be used to induce remission  

* * SchemeScheme: Start with 1 mg/kg per day of oral prednisone : Start with 1 mg/kg per day of oral prednisone 
plus 0.6 to 0.7 g/m2 (15 mg/kg; maximal dose: 1 g/m2) IV plus 0.6 to 0.7 g/m2 (15 mg/kg; maximal dose: 1 g/m2) IV 
pulse cyclophosphamide (every 3 weeks for 6 months). pulse cyclophosphamide (every 3 weeks for 6 months). 
Prednisone should be tapered to 10 mg by 6 months and Prednisone should be tapered to 10 mg by 6 months and 
maintained at this dose until month 15, when it should be maintained at this dose until month 15, when it should be 
tapered to 7.5 mg and maintained for at least 3 more tapered to 7.5 mg and maintained for at least 3 more 
months followed by local practice.months followed by local practice.



Generalized OrganGeneralized Organ--Threatening Disease Threatening Disease 
(Generalized Disease)(Generalized Disease)

►► Remission InductionRemission Induction (Ann Intern Med (Ann Intern Med 2009;150:670-680):

* The pulse cyclophosphamide regimen induced remission of ANCA-
associated vasculitis as well as the daily oral regimen
at a reduced cumulative cyclophosphamide dose and caused fewer 
cases of leukopenia.



Generalized OrganGeneralized Organ--Threatening Disease Threatening Disease 
(Generalized Disease)(Generalized Disease)

►► Remission inductionRemission induction: trial : trial RAVE:RAVE:

-- RTX (375 mg/m2 administered intravenously once weekly for 4 RTX (375 mg/m2 administered intravenously once weekly for 4 
weeks), compared to cyclophosphamide (2 mg/kg per day weeks), compared to cyclophosphamide (2 mg/kg per day 
administered orally), in inducing disease remission in patients administered orally), in inducing disease remission in patients with with 
severe AAsevere AA V.V.

** A 6A 6--month induction of remission phase was followed by 12month induction of remission phase was followed by 12--month month 
remission maintenance therapy. remission maintenance therapy. 

** All patients received 1All patients received 1--33 g of methylprednisolone intravenously and 1 g of methylprednisolone intravenously and 1 
mg/kg per day of prednisone administered orally.mg/kg per day of prednisone administered orally.

** 99 pat (64%) (RTX) and 98 pat (55%) (CYC): 99 pat (64%) (RTX) and 98 pat (55%) (CYC): achieved the primary achieved the primary 
outcome of disease remission with no prednisone therapy at monthoutcome of disease remission with no prednisone therapy at month 6 6 
(the difference was not significant)(the difference was not significant) ..



Generalized OrganGeneralized Organ--Threatening Disease Threatening Disease 
(Generalized Disease)(Generalized Disease)

►► Remission MaintenanceRemission Maintenance: combination of : combination of 
azathioprine and daily prednisone effectively azathioprine and daily prednisone effectively 
maintains remissionmaintains remission

**SchemeScheme: 2 mg/Kg of azathioprine should be : 2 mg/Kg of azathioprine should be 
started when cyclophosphamide is discontinued. started when cyclophosphamide is discontinued. 
At 6 months it should be reduced to 1.5 mg/kg per At 6 months it should be reduced to 1.5 mg/kg per 
day and maintained for at least 6 more months day and maintained for at least 6 more months 
*Useful alternatives: leflunomide and *Useful alternatives: leflunomide and 
mycophenolate mofetilmycophenolate mofetil



Generalized OrganGeneralized Organ--Threatening Disease Threatening Disease 
(Generalized Disease)(Generalized Disease)

►► Remission maintenance Remission maintenance ((N Engl J Med 2008;359:2790-803):

- Once remission was achieved: oral azathioprine (63 pat.)
(at a dose of 2.0 mg per kilogram of body weight per day) or 
methotrexate (63 pat.) (at a dose of 0.3 mg per kilogram per week, 
progressively increased to 25 mg per week) for 12 months.

* Primary end point: adverse event requiring discontinuation of the 
study drug: 7 AZA and 12 MET.

* Conclusion: The two agents are similar alternatives for 
maintenance therapy



Severe Renal Vasculitis and Immediately LifeSevere Renal Vasculitis and Immediately Life--
Threatening DiseaseThreatening Disease

►► Constitutional symptoms plus vital organ failure plus Constitutional symptoms plus vital organ failure plus 
creatinine > 5.7 + pO2 < 70 mmHgcreatinine > 5.7 + pO2 < 70 mmHg

►► Patients with rapidly progressive renal failure with and Patients with rapidly progressive renal failure with and 
without diffuse alveolar hemorrhage have traditionally without diffuse alveolar hemorrhage have traditionally 
received a greater immunosuppressive load such as daily received a greater immunosuppressive load such as daily 
pulses of methylprednisolone (1 g) and IV pulses of methylprednisolone (1 g) and IV 
cyclophosphamide (3cyclophosphamide (3--4 mg/kg per day) over brief periods. 4 mg/kg per day) over brief periods. 
However, the evidence supporting this practice is scarceHowever, the evidence supporting this practice is scarce



Severe Renal Vasculitis and Immediately LifeSevere Renal Vasculitis and Immediately Life--
Threatening DiseaseThreatening Disease

►► Despite use of immunosuppressants, only 50% of Despite use of immunosuppressants, only 50% of 
patients presenting with advanced renal failure patients presenting with advanced renal failure 
maintain independent renal function at 1 year maintain independent renal function at 1 year 



Severe Renal Vasculitis and Immediately LifeSevere Renal Vasculitis and Immediately Life--
Threatening DiseaseThreatening Disease

►► Jayne et alJayne et al: 137 patients with severe renal vasculitis (serum : 137 patients with severe renal vasculitis (serum 
creatinine >5.7 mg/dL) were randomly assigned to undergo plasma creatinine >5.7 mg/dL) were randomly assigned to undergo plasma 
exchange (7) or receive pulsed methylprednisolone (3 g).exchange (7) or receive pulsed methylprednisolone (3 g).

-- Primary end point was dialysis independence at 3 mo.Primary end point was dialysis independence at 3 mo.

-- TwoTwo--thirds of these patients were dialysisthirds of these patients were dialysis--dependent on presentation. dependent on presentation. 
All patients were treated with the standard remission induction All patients were treated with the standard remission induction 
regimen (oral CYC and PDNSLN)regimen (oral CYC and PDNSLN)



Severe Renal Vasculitis and Immediately LifeSevere Renal Vasculitis and Immediately Life--
Threatening DiseaseThreatening Disease

►► Jayne et al (cont.):Jayne et al (cont.):
-- recovery of independent renal function at 3 recovery of independent renal function at 3 

months was significantly higher in the plasma months was significantly higher in the plasma 
exchange group (69% vs 49%)exchange group (69% vs 49%)

CONCLUSION:CONCLUSION: plasma exchange is, at present, the best plasma exchange is, at present, the best 
complement to immunosuppressants in advanced renal complement to immunosuppressants in advanced renal 
disease disease 

*** The role of intravenous methylprednisolone in addition to pl*** The role of intravenous methylprednisolone in addition to plasma exchange asma exchange 
for this indication and the role of plasma exchange for other sefor this indication and the role of plasma exchange for other severe vasculitic vere vasculitic 
manifestations, such as diffuse alveolar hemorrhage, requires fumanifestations, such as diffuse alveolar hemorrhage, requires further study rther study 



Tratamiento Estenosis SubglTratamiento Estenosis Subglóóticatica

►►Inicio reciente: Tto de enfermedad Inicio reciente: Tto de enfermedad 
localizadalocalizada

►►Enfermedad traqueoEnfermedad traqueo--bronquial grave: bronquial grave: 
corticoides y ciclofosfamida sistcorticoides y ciclofosfamida sistéémicos y micos y 
traqueostomia en algunos casostraqueostomia en algunos casos



Tratamiento Estenosis SubgloticaTratamiento Estenosis Subglotica

►►Hoffman et al (J Rheumatol 2003):Hoffman et al (J Rheumatol 2003):
-- Procedimientos locales (iny de metilprednisolona Procedimientos locales (iny de metilprednisolona 
intralesional y dilataciones mecintralesional y dilataciones mecáánicas o con balnicas o con balóón): no n): no 
necesidad de mnecesidad de máás traqueostomias en estos pacientess traqueostomias en estos pacientes



SSÍÍNDROME DE CHURGNDROME DE CHURG--STRAUSSSTRAUSS

Score de 5 factores para predecir la mortalidad en los pacientesScore de 5 factores para predecir la mortalidad en los pacientes con con 
ssííndrome de Churgndrome de Churg--Strauss:Strauss:

►► Insuficiencia renal (creatinina  > 1,58 mg/dl)Insuficiencia renal (creatinina  > 1,58 mg/dl)
►► Proteinuria > 1 gr/diaProteinuria > 1 gr/dia
►► Sangrado gastrointestinal, perforaciSangrado gastrointestinal, perforacióón, infarto intestinal y/o n, infarto intestinal y/o 

pancreatitispancreatitis
►► AfectaciAfectacióón del sistema nervioso centraln del sistema nervioso central
►► MiocardiopatMiocardiopatííaa

Se otorga 1 punto por cada factor presente. Se otorga 1 punto por cada factor presente. Se definen tres tipos de Se definen tres tipos de 
scores: scores: 
0, cuando no se observa ning0, cuando no se observa ningúún factor n factor 
1, cuando 1 factor est1, cuando 1 factor estáá presentepresente
2, cuando 2 o mas factores est2, cuando 2 o mas factores estáán presentesn presentes



SSÍÍNDROME DE CHURGNDROME DE CHURG--STRAUSSSTRAUSS

* RECOMMENDATION:* RECOMMENDATION:

Start high doses of corticosteroids (1 mg/kg per Start high doses of corticosteroids (1 mg/kg per 
day), tapering them when the patient improves. In day), tapering them when the patient improves. In 
patients with a 5patients with a 5--factors score equal to or greater factors score equal to or greater 
than 1 or when corticosteroids fail, than 1 or when corticosteroids fail, 
cyclophosphamide should be introduced to induce cyclophosphamide should be introduced to induce 
remission, which may be maintained with another remission, which may be maintained with another 
less toxic drug. less toxic drug. 



FUTURE DIRECTIONSFUTURE DIRECTIONS

►► The agents that have accumulated the highest The agents that have accumulated the highest 
evidence are not as effective and safe as would be evidence are not as effective and safe as would be 
desirable desirable 

►► Research should focus on clarifying and Research should focus on clarifying and 
consolidating the evidence for new consolidating the evidence for new 
immunosuppressants and those biological agents immunosuppressants and those biological agents 
that have been initially successful (rituximab and that have been initially successful (rituximab and 
infliximab). infliximab). 



FUTURE DIRECTIONSFUTURE DIRECTIONS

►► HighHigh--quality, comparable evidence requires studies quality, comparable evidence requires studies 
following homogeneous guidelines. Definitions of following homogeneous guidelines. Definitions of 
disease activity (eg, remission, relapse), disease disease activity (eg, remission, relapse), disease 
states (eg, localized, early systemic), and states (eg, localized, early systemic), and 
treatment protocols (eg, same regimen of treatment protocols (eg, same regimen of 
corticosteroids tapering) should be systematic and corticosteroids tapering) should be systematic and 
consistent.consistent.



TERAPIA FUTURATERAPIA FUTURA

►► Bloquear otras citoquinas diferentes a TNFBloquear otras citoquinas diferentes a TNF--
αα

►► Interferir la relaciInterferir la relacióón entre el neutrn entre el neutróófilo y el filo y el 
endotelio (molendotelio (molééculas de adhesiculas de adhesióón)n)

►► Modular seModular seññales intracelularesales intracelulares


