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ANTECEDENTES PERSONALES

= Varén de 75 ahos

= Antecedentes personales: NAMC. Fue gimnasta profesional, posteriormente
regentdé un gimnasio , actualmente jubilado.

<~Fumador de unos 15 paquetes afios desde los 40 afios. No otros factores de riesgo
cardiovascular conocidos.

<+Etiquetado de EPOC , sin confirmacidn espirometrica.

<+ Tratamiento habitual : torasemida , lormetacepam , fluroato de fluticasona y
vilanterol.




ENFERMEDAD ACTUAL

= El 30 de Enero de 2020 acude a Urgencias por lesiones dolorosas en cuero
cabelludo, es derivado a consultas externas de Dermatologia , donde refiere dolor
intenso en todo el cuero cabelludo de dos meses de evolucion. Posteriormente ,
aparicion de lesiones costrosas serohematicas. No fiebre ni otra sintomatologia
general asociada. No lesiones en mucosa o a otro nivel. A la exploracidn, presencia
de dos costras hemorragicas en region parietal derecha y una lesion similar
controlateral. En Dermatologia , se realiza curetaje y se manda a anatomia
patoldgica.

= Interrogado por fiebre o sensacién distérmica, no la refiere. Refiere alteracién de
la visidn , consistente en diplopia y algun episodio de perdida completa de visidén.
No refiere claudicacién mandibular, ni debilidad en las cinturas escapular o
pelvianas.

= Refiere asi mismo que desde que comenzo la clinica, perdid varias piezas dentales
sin aparente motivo.

@



EXPLORACION FISICA

= Buen estado general. Consciente orientado y colaborador.

Lesidén costrosa en region parietal derecha. Arterias temporales superficiales
marcadas sin pulsos , no dolorosas a la palpacion.

AC:ritmico a 70 lat/min.
AP: mvc
Abdomen : blando, depresible, no doloroso .

EEIl: no edemas , pulsos presentes.

No debilidad en las cinturas escapular y pelviana.







PRUEBAS COMPLEMENTARIAS

= Datos analiticos

Hemograma : Leucocitos: 18000, serie roja y plaquetas normales. Coagulacién
normal.

Bioquimica: Glucemia 240 ,Cr: 1,12, urea: 68,Na: 138 , K: 4,6, Cl: 103, colesterol total:
211,HDL:42,LDL: 142 ,PCR: 36,5.

Autoinmunidad : FR: normal, C3 y C4 : normal. Autoanticuerpos: ANA + ( 1/160)
patron moteado.

Microbiologia: sifilis negativo.VIH ,VHC ,VHB negativo .
Marcadores tumorales: PSA: 3,97

Serologias: VIH ,VHC, anti HbsAg negativos, anti HbcAg y antigenos superficie
negativos .




PRUEBAS COMPLEMENTARIAS

= Pruebas de imagen:

Ecografia de temporales : compatible con ACG.

PET-TC: probable afectacién inflamatoria de grandes vasos pero actualmente de
grado leve moderado. Afectadas aorta abdominal, e iliacas, con intensidad
moderada. Afectadas igualmente arterias axilares humerales , pero con un grado
leve. Leve hipercaptacién periarticular en hombros y caderas que sugieren
actividad inflamatoria pero es muy leve y resulta dudosa para polimialgia reactiva
activa.

Ecocardiograma: normal

= Interconsulta a oftalmologia: descarta afectacidén visual. Cataratas.




PRUEBAS COMPLEMENTARIAS

=Biopsia cutanea: ulceracidén cutanea de muy
probable origen isquémico. En la profundidad de la
muestra se 1identifica una arteria de pequeno
calibre con intensa endarteritis linfocitaria oclusiva
y reaccion granulomatosa de células gigantes
adyacentes a su lamina elastica interna ,todo lo cual
es diagndstico de arteritis de células gigantes
como origen del proceso.




EVOLUCION

= Durante su estancia en la planta realiza una crisis hipertensiva y dolor toracico , en
relacion con pulsos de corticoides con ECG normal y seriacidn de troponinas
negativa.

= Asi mismo refiere diplopia visual , interconsultando a oftalmologia que descarta
afectacién visual.

= LL.a lesidn cutanea evoluciona de forma satisfactoria.

= Tras el inicio de corticoterapia , la clinica asociada a la arteritis de células gigantes
mejora

@



ARTERITIS DE CELULAS GIGANTES ( afectactacion
creaneal y extracraneal )




TRATAMIENTO

= 3 pulsos de 500 mg de metilprednilosona por 3 dias consecutivos.

= Seguido de prednisona oral en pauta descendente.

= Metotrexato 7,5 mg a a la semana + acido félico 5mg a la semana.

= Ajuste de tratamiento antihipertensivo: losartan hidroclorotiazida 50/12.4 :1-0-0
= AAS 100 mg 0-1-0

= Atorvastatina 80 mg 0-0-1

= Omeprazol 20 mg 1-0-0

= Calcio+vitD




ERTERITIS CELULAS GIGANTES




CONCEPTO

Immune Complex Small Vessel Vasculitis
Cryoglobulinemic Vasculitis
IgA Vascwlitis (Henoch-5chonlein)
Hypocomplementemic Urticarial Vasculitis
{Anti-Clq Vascuwlitis)

Medium Vessel Vasculitis

Polyarteritis Nodosa ' Anti-GBM Disease ‘
Kawasaki Disease

I

ANCA-Azsociated Small Vessel Vasculitis
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Table 2. Names for vasculitides adopted by the 2012 International
Chapel Hill Consensus Conference on the Nomenclature of
Vasculitides

Large vessel vasculitis (LVV)
Takayasu arteritis (TAK)
Giant cell arteritis (GCA)
Medium vessel vasculitis (MVV)
Polyartentis nodosa (PAN)
Kawasaki disease (KD)
Small vessel vasculitis (SVV)
Antineutrophil cytoplasmic antibody (ANCA )-associated vasculitis
(AAV)
Microscopic polyangiitis (MPA)
Granulomatosis with polyangiitis (Wegener's) (GPA)
Eosinophilic granulomatosis with polyangiitis (Churg-Strauss)
(EGPA)
Immune complex SVV
Anti-glomerular basement membrane (anti-GBM) disease
Cryoglobulinemic vasculitis (CV)
IgA vasculitis (Henoch-Schonlein) (IgAV)
Hypocomplementemic urticarial vasculitis (HUV) (anti-Clq
vasculitis)
Variable vessel vasculitis (VVV)
Behget's disease (BD)
Cogan’s syndrome (CS)
Single-organ vasculitis (SOV)
Cutaneous leukocytoclastic angiitis
Cutancous artentis
Primary central nervous system vasculitis
Isolated aortitis
Others
Vasculitis associated with systemic disease
Lupus vasculitis
Rheumatoid vasculitis
Sarcoid vasculitis
Others
Vasculitis associated with probable etiology
Hepatitis C virus-associated cryoglobulinemic vasculitis
Hepatitis B virus-associated vasculitis
Syphilis-associated aortitis
Drug-associated immune complex vasculitis
Drug-associated ANCA-associated vasculitis
Cancer-associated vasculitis
Others

NAMES FOR VASCULITIDES ADOPTED BY THE
2012 INTERNATIONAL CHAPEL HILL
CONSENSUS CONFERENCE ON THE
NOMENCLATURE OF VASCULITIDES
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EPIDEMIOLOGIA

EN TORNO A LAS 70 AlST Os. MAS EN MUJERES SUSCEPTIBILIDAD
RARO MENOR DE 50 ANOS. GENETICA: HLA-DRB1*04 .



FISIOPATOLOGIA

= Involucradas numerosas vias de la inflamacion.

Fig. 1. Muloiple T helper cell lineages participate in GCA. CDM T cells ane the dominant cell population in the vascelitic lesions of GCA, where they partner with macrophages to

build gramubomatous iedilirases. Based on the production of signagure cyeokines, (D4 T helper cells are subcategorized into distinct effector cell lineages, Viessel wall mfiltraces
in CCA patients are characterized by 2 broad array of T helper cell types, suggestive for 2 broad defect i T cell biology. Q




» Intervienen HLA :
o HLA I: HLA-B*15
o HLA II: HLA DRB1*04

= No HLA

o Rs2476601

o LRRC32

o REL

o PTPN22 ARTICLE

A Large-Scale Genetic Analysis Reveals
a Strong Contribution of the HLA Class Il Region
to Giant Cell Arteritis Susceptibility
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Dendritic Cells
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Intimal hyperplasia Constitutional symptoms
Ischaemia Polymyalgia
Myofibroblast migration and invasion Acute phase response
Relapses

Myofibroblast migration and invasion
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INFLAMACION INFLAMACION

VASCULAR SISTEMICA




CRITERIOS DIAGNOSTICOS AMERICAN COLLEGE

Edad de inicio mayor de 50 afios

Cefalea reciente

Alteracién de la arteria temporal

Elevacion de 1a VSG

Biopsia de la arteria temporal

0F RHEUMATOLOGY

Presencia de sintomas o alteraciones fisicas a una edad
igual o superior a 50 afios.

Aparicioén por primera vez , o con caracteristicas diferentes
, de dolores localizados en la cabeza

Hipersensibilidad o disminucién del pulso a la palpaciéon
de la arteria temporal , no derivada de ateroesclerosis de
las arterias cervicales

VSG > 50 mm/hora
Biopsia de la arteria temporal con vasculitis caracterizada

por un infiltrado de predominio mononuclear o de una
inflamacién granulomatosa.

Para su clasificacién 3 de al menos los 5 criterios.

Hunder Cgq, et al. Arthritis Rheum, 1990




CLINICA

GENERALES SINTOMAS OCLUSIVOS: POLIMIALGIA
ARTERIAS CRANEALES O
EXTRACRANEALES




GENERALES

O

FIEBRE ASTENIA




SINTOMAS 0CLUSIVOS

= CRANEALES

% Cefalea

<Claudicacién mandibular: predictor de biopsia +

+Perdida de visidn: neuropatia éptica anterior isquémica ( NOIA) . Oclusidn arteria
retiniana. OJO con la amaurosis fugax . LA CEGUERA NO ES REVERSIBLE

“Ictus , mas si FRCV.
« EXTRACRANFALES

< + joévenes

< Menos cefalea
<+Mayor probabilidad de biopsia negativa
<+Mas riesgo de brotes

<+Mayor necesidad de corticoides




A i

NEURITIS OPTICA NEURITIS OPTICA OCLUSION ARTERIAL
ISQUEMICA ISQUEMICA
ANTERIOR POSTERIOR

o

AMAUROSIX FUGAX DIPLOPIA - NERVIOS
CRANEALES O
TRONCO CEREBRAL

CLINICH
OFTALMOLOGICA




FORMAS RARAS DE PRESENTACION

0 Infarto lingual




EXPLORACION FISICA COMPLETA->
ESPECIAL ATENCION

® O

CAROTIDINIA TA EN AMBOS AUSCULTACION DE
BRAZOS GRANDES VASOS




ANALITICAMENTE. . .

&

ﬁ? HEMOGRAMA : fijarse en la VSG

@ BIOQUIMICA: reactantes fase aguda( especialmente la
ika  PCR) CPK ...




ECOGRAFIA DOPLLER DE LAS PRUEB AS DE

ARTERIAS TEMPORALES,

CAROTIDAS, Y AXILAR. IMAGEN QUE
FETTAC DEMUESTREN

INFLAMACION

ANGIO-TC
ANGIO-RM




Rama frontal

Rama parietal Arteria temporal superficial

Maxilar
Occipital
Cardtida interna
Facial
Seno carotideo
Lingual

Vertebral

Carotica externa

Figura 7.1. Ramas de la carotida externa

Tabla 7.1. Arterias que se deben explorar (ocho proyecciones en total).
Arteria 1 Proyeccion

Arteria temporéi supeirﬁgi‘r;l

Longitudinal y transversal

Rama frontal Longitudinal y transversal
Rama temporal Longitudinal y transversal
Arteria axilar Longitudinal y transversal

OUE ZONAS EXPLORAR EN
LA ECOGRAFIA

Curso ecografia clinica y enfermedades

autoinmunes sistémicas SEMI



gura 7.8. Ausencia del signo del halo (izquierda) y del signo de compresion (derecha)

Figura 7.9. Signo del halo posttivo (izquierda) y signo de compresion positivo (derecha)
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Rheumatology 2019;0:1-12

RH E U MATO LO GY doi:10.1093/rheumatology/kez568
Original Article

Diagnostic accuracy of ultrasound for detecting
large-vessel giant cell arteritis using FDG PET/CT
as the reference

Berit Dalsgaard Nielsen @ 22, Ib Tonder Hansen'?, Kresten Krarup Keller',
Philip Therkildsen'?, Lars Christian Gormsen®* and Ellen-Margrethe Hauge'*?

Abstract

Objectives. The diagnostic accuracy of axillary artery US in the diagnosis of large-vessel (LV)-GCA using '*F-fluo-
rodeoxyglucose (FDG) PET/CT as reference standard was prospectively evaluated in GCA-suspected patients. As
an exploratory analysis, the diagnostic accuracy of cranial artery FDG PET/CT was evaluated.

Methods. Briefly, the inclusion criteria were age >50years, raised inflammatory markers and potential GCA symp-
toms. Patients in immunosuppressive therapy or with a previous diagnosis of GCA or PMR were excluded.
Examinations were performed pre-treatment. LV-GCA reference diagnosis was a clinical diagnosis of GCA and PET-
proven LV inflammation. GCA patients fulfilling ACR criteria were considered as cranial-GCA (c-GCA). Patients without
GCA were considered controls, Receiver operating characteristic curve analysis of the US-measured axillary intima-
media thickness was performed. FDG uptake in temporal, maxillary and vertebral arteries was also assessed.

Results. Forty-six patients were diagnosed with LV-GCA, 10 with isolated c-GCA, and in 34 patients GCA was
dismissed. Axillary US yielded a sensitivity of 76% and a specificity of 100% for LV-GCA. An axillary intima-media
thickness cut-off of 1.0mm vyielded a sensitivity of 74% and a specificity of 92%. Adding LV US to temporal as-
sessment increased sensitivity from 71% to 97% (all GCA patients). Cranial artery PET showed a diagnostic sensi-
tivity of 78% and specificity of 100% for c-GCA.

Conclusion. Axillary artery US shows high accuracy for the LV-GCA diagnosis. Building upon the recent EULAR
recommendations, we propose a diagnostic algorithm with US as the first-line confirmatory test, not only in
c-GCA-suspected patients, but in all patients suspected of GCA.

Key words: giant cell arteritis, large vessel vasculitis, diagnostic imaging, ultrasound, FDG PET/CT




Fia. 3 A novel diagnostic algorithm for the evaluation of patients suspected of GCA
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Right: normal and vasculitic arteries by US and PET/CT. From meta-analysis of temporal artery US [38] and PET/CT [20] using ACR criteria, TAB or clinical diagnosis as
reference, reports of the ability of PET to detect cranial GCA [21, 35] and the present study, estimates of diagnostic accuracy are provided. Left: EULAR recommendation
states that concordant pre-test probability and US resuits confirm or dismiss GCA diagnosis, Contradictory results call for re-evaluation [11]. We suggest PET/CT as se-
cond-line test, preferably within 3 days of GC treatment [22]. c-GCA: cranial GCA; LV-GCA: large-vessel GCA; LR: likelihood ratio; GC: glucocorticoid; TAB: temporal ar-

tery biopsy.
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BIOPSIA DE LA ARTERIA TEMPORAL

Debe realizarse ante la sospecha, tan pronto como sea posible, y si
pudiera ser antes de iniciar tratamiento corticoideo, aunque no se
debe retrasar el inicio de este si esta indicado por la biopsia.

Anatomopatologicamente—> inflamacion activa




Dendritic Cells

TRATAMIENTO

I 1PNy "2 T -17A w211 1L-22 126
Intimal hyperplasia Constitutional symptoms
Ischaemia Polymyaigia
Myofibroblast migration and invasion Acute phase response

Relapses
Myofibroblast migration and invasson

INFLAMACION INFLAMACION
VASCULAR SISTEMICA

AAS Corticoides
Estatinas Tocilizumbab
ARAII Abatacept




= En general :

S1 afectacion isquémica ( visual o a otro nivel)
: 3 Pulsos de METILPREDNISOLONA *3 dias
consecutivos , seguidos de pauta

GLUCOCORTICOIDES descendente oral.

Sl no afectacion isquémica: prednisona oral
en pauta descendente.



Treatment of Giant Cell Arteritis Using Induction Therapy
With High-Dose Glucocorticoids

A Double-Blind, Placebo-Controlled, Randomized Prospective Clinical Trial

Mehrdad Mazlumzadeh,! Gene G. Hunder,” Kirk A. Easley,” Kenneth T. Calamia,*
Eric L. Matteson,” W. Leroy Griffing,' Brian R. Younge.’
Cornelia M. Weyand,® and Jorg J. Goronzy®

Objective. Glucocorticoid (GC) therapy for giant
cell arteritis (GCA) is effective but requires prolonged
administration, resulting in adverse side effects. The
goal of the current study was to test the hypothesis that
induction treatment with high-dose pulse intravenous
(IV) methylprednisolone permits a shorter course of
therapy.

Methods. Twenty-seven patients with biopsy-
proven GCA were enrolled in a randomized, double-
blind, placebo-controlled study to receive IV methyl-
prednisolone (15 mg/kg of ideal body weight/day) or IV
saline for 3 consecutive days. All patients were started
on 40 mg/day prednisone and followed the same taper-
ing schedule as long as disease activity was controlled.
The numbers of patients with disease in remission after
36, 52, and 78 weeks of treatment and taking =5 mg/day
prednisone were compared. Cumulative prednisone
dose, number of relapses, and development of adverse
GC effects were assessed.

Results. Ten of the 14 IV GC-treated patients, but
only 2 of 13 control patients, were taking =5 mg/day

prednisone at 36 weeks (P = 0.003). This difference was
maintained; there was a higher number of sustained
remissions after discontinuation of treatment in the IV
GC-treated group and a lower median daily dose of
prednisone at 78 weeks (P = 0.0004). The median
cumulative dose of oral prednisone, excluding the IV GC
dose, was 5,636 mg in the IV GC-treated group com-
pared with 7,860 mg in the IV saline-treated group (P =
0.001).

Conclusion. Initial treatment of GCA with IV GC
pulses allowed for more rapid tapering of oral GCs and
had long-term benefits, with a higher frequency of
patients experiencing sustained remission of their dis-
ease after discontinuation of treatment.




GLUC 0 C ORTIC OIDE S App Enfermedades Autoinmunes Osakidteza

= TRATAMIENTO INICIAL
PULSOS DE METIL-PREDNISOLONA*3 DIAS CONSECUTIVOS
o Ol clinica visual : 500 0 250 mg
o En el resto de casos : 125 A 250 mg
Continuar con prednisona VO .
20 mg/dia : 1 semana
15 mg /dia : 1 semana

10 mg/dia : 1 semana

Otra opcidn , si no existen sintomas visuales se pueden omitir pulsos y comenzar con
prednisona directamente:

30mg/dia: 1 semana
20 mg/dia:1 semana
15mg/dia: 1 semana
10 mg/dia :1 semana

®




GLUCOCORTICOIDES App Enfermedades Autoimunes Osalidtesa

= TRATAMIENTO DE MANTENIMIENTO

- Asociar metotrexato (7,5-10 mg /semana vo de inicio) en el momento que
tengamos claro el diagnostico. ( no olvidar asociar acido folinico)

- Continuar con reduccion semanal de prednisona de 10 mg a 7,5 mg /dia.

- A partir de control de sintomas y reactantes, con prednisona 7,5 , continuar bajada
progresiva de prednisona.

7.5/5 mg/d a dias A partir de entonces comenzar retirada
del tratamiento :

b as i bortrolar * Primero MTX : reduccién cada 2-3
consulta meses de 2,5mg/sem hasta suspender
 Pasados 3 meses desde la suspensién

1 mes del MTX , suspender la prednisona tras
reduccién a 2,5 mg /48 horas durante 1

2.5 mg/d 1 afo mes.

1 mes
alternos

5 mg/d

5/2.5 mg/d a dias

alternos




METOTREXATE

{5 Como tratamiento de mantenimiento, para ahorrar corticoides.

¢ Posologia:7,5a 15 mg /semana .

(] Asociar acido folinico

gk OJO CONTRAINDICADO EN EMBARAZOY LACTANCIA
~/ Toxicidad: hepatica , pulmonar( neumonitis idiosincrasica ) y hematolégica

Hacer control a la semana de iniciar el tratamiento , posteriormente se puede ir espaciando.




TOCILIZUMAB JOMENAL ¢ MRDICINE

ESTABLISHED IN 1812 JULY 27, 2017 VOL. 377 NO. 4

Trial of Tocilizumab in Giant-Cell Arteritis

|.H. Stone, K. Tuckwell, S. Dimonaco, M. Klearman, M. Aringer, D. Blockmans, E. Brouwer, M.C. Cid, B. Dasgupta,

zer,
) b 8 oy YDA = C~ R | S L e C - - b ia Lonon one X 2 | H ~
J. Rech, C. Salvarani, G. Schett, H. Schu ze-Koops R. Spiera, S.H. Unizony, and N. Collinson

CONCLUSIONS
Tocilizumab, received weekly or every other week, combined with a 26-week pred-
nisone taper was superior to either 26-week or 52-week prednisone tapering plus

placebo with regard to sustained glucocorticoid-free remission in patients with gi-

ant-cell arteritis. Longer follow-up is necessary to determine the durability of remis-

sion and safety of tocilizumab. (Funded by F. Hoffmann-La Roche; ClinicalTrials.gov
number, NCT01791153.)

©



TOZILIZUMAB

= Anticuerpo monoclonal anti-IL6

= Administracidén: 162 mg sc semanal 6 8mg/kg iv cada 4
semanas ( no exceder los 800mg)

= Comprobar estado seroldgico VIH, VHB, VHC e infeccidon
tuberculosa previamente.

= Contraindicado en embarazo.




TOZILIZUMAB

Buena alternativa en formas recidivantes o con efectos adversos
al tratamiento convencional.

Se podria usar como primera linea junto con glucocorticoides
cuando se desee reducir rapidamente la dosis de esteroides

Como segunda linea en aquellos que recaen durante la bajada
de corticoides o en aquellos con multiples recaidas.




0TROS BIOLOGICOS

5 ABATACETP-> bloqueador de la via CTLA4

ﬁ USTEIKINUMAB->1IL12/23
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