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Abstract 
 

ANCA-associated vasculitis is a rare group of diseases which comprises 

Granulomatosis with polyangiitis (GPA), Microscopic polyangitis (MPA), and Churg-

Strauss syndrome (CSS). Although the significance of ANCA in pathogenesis is still 

debatable, there are increasing numbers of both in vivo and in vitro studies that validate 

its pathogenic role. Pulmonary and renal involvements are the hallmarks of the disease 

though skin, ENT, eye, nervous system and heart are also commonly involved. Many sets 

of criteria are proposed to help facilitating diagnosis but they still have some limitations 

for clinical use. Treatment of ANCA-associated vasculitis is composed of induction and 

maintenance phase.  

Cyclophosphamide remains to be the corner stone of treatment while there are 

increasing evidences of efficacy of less toxic alternative regimens. Mechanism by which 

ANCA can cause vasculitis and clinical syndrome will be discussed here as well as the 

most up-to-date evidence for treatment options. 
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Introduction 
 

Antineutrophil cytoplasm antibodies (ANCA) was first discovered in 1982 by Davies et 

al. [1] and was subsequently found to have close association with rare- small vessel 

vasculitide including Granulomatosis with polyangiitis (GPA), Microscopic polyangitis 

(MPA), and Churg-Strauss syndrome (CSS) [2-3]. The presence of ANCA and shared 

clinicopathological features have led GPA, CSS and MPA to be categorized in the same 

disease group of ANCA-associated vasculitis (AAV) [4]. 

Historically, ANCA was divided into two types based on indirect immunofluorescence 

stain pattern, which were perinuclear ANCA (p-ANCA) and cytoplasmic ANCA (c-ANCA) 

[5], but currently ANCA is categorized upon its specific associated antigens detected from 

ELISA which have substantially higher specificities and positive predictive values than the 

immunofluorescence technique. Two major type of antigen are myeloperoxidase (MPO) and 

proteinase 3 (PR3) which are usually seen on indirect immunofluorescence assay as 

perinuclear and cytoplasmic pattern respectively [6]. Other antigens including lactoferrin, 

elastase and cathepsis G can also be detected by ELISA but their associations with clinical 

syndrome and indications for their use are unclear [7]. 

 

 

Pathogenesis 
 

The significance of ANCA in pathogenesis of AAV is still unclear but there are 

substantial numbers of evidences supporting its pathogenic role. In 1990, Falk et al. [8] 

proposed a mechanism whereby ANCA can lead to endothelial damages. Their in vitro study 

demonstrated that neutrophils express the antigen for ANCA on their cell surfaces. As a 

result, after priming by cytokines, ANCA can activate them leading to adhesion to 

endothelium cell, superoxide generation, degranulation, release of proinflammatory cytokine 

and finally endothelial damages [9-10]. Leukocytoclastic vasculitis occurs as a result of this 

process leading to platelet adhesion, thrombosis and vessel occlusion which eventually causes 

ischemia / infarction of involved organ. 

Several cytokines, including interleukin (IL) 18, tumor necrosis factor α (TNF α) and 

granulocyte-macrophage colony stimulating factor (GM-CSF) can prime neutrophil for 

ANCA activation. The proposed mechanism for cytokine priming is increasing surface 

expression of antigen for ANCA and mobilization of components of NADPH oxidase 

complex [11-12]. 

There are also in vivo evidences that support the role of anti-MPO ANCA in 

pathogenesis of the disease. A study by Xiao et al. shows that transfer of splenocyte from 

immunized with purified MPO mice to Rag2-/- mice or transfer of anti-MPO containing IgG 

to wild type mice led to development of necrotizing and crescentic glomerulonephritis, 

granulomatous inflammation and systemic necrotizing vasculitis similar to the 

histopathologic finding in patients with AAV [13]. 
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Clinical Manifestation 
 

AAV classically involves small and medium size arteries. Hallmarks of the diseases are 

involvements of kidney and respiratory tract (sometimes called pulmonary-renal syndrome). 

Renal involvement is typically characterized by pauci-immune crescentic focal necrotizing 

glomerulonephritis. The histopathologic finding from renal biopsy is essentially 

indistinguishable between GPA, MPA and CSS [14]. Pulmonary involvement has more 

variants, ranging from adult onset asthma in CSS to fatal diffuse alveolar hemorrhage in GPA 

[15-17]. 

Beside from pulmonary-renal syndrome, virtually almost all organ systems can be 

involved. ENT (such as bloody nasal discharge, chronic sinusitis, mucosal ulceration, and 

cartilaginous destruction), skin (such as palpable purpura, livedo reticularis) and nervous 

system (such as polyneuropathy and mononeuritis multiplex) are the next commonly affected 

organs [18]. 

 

 

1. Granulomatosis with Polyangiitis (GPA) 
 

GPA, formerly known as Wegener’s granulomatosis, is one of rare AAV disease with 

incidence rate of 5-14 cases per million per year [19-21]. It is associated with PR3-ANCA 

and characterized by granulomatous inflammation that can be limited to respiratory tract or 

fatally affecting multiple organs.  

Fienberg proposed a concept that GPA starts as localized granulomatous inflammation in 

respiratory tract and subsequently progresses in to systemic vasculitis [22]. This concept has 

been incorporated in the definition of disease stage by EULAR (European League Against 

Rheumatism)/EUVAS (European Vasculitis Study Group). In the most current 

recommendation by EUVAS, AAV is categorized into 5 stages that are 1) Localized (upper 

and /or lower respiratory tract disease without any other systemic involvement or 

constitutional symptoms), 2) Early systemic (any, without organ-threatening or life-

threatening disease), 3) Generalized (renal or other organ threatening disease, serum 

creatinine < 500 μmol/L (5.6 mg/dl)), 4) Severe (renal or other vital organ failure, serum 

creatinine> 500 μmol/L (5.6 mg/dl)) and 5) Refractory (progressive disease unresponsive to 

glucocorticoids and cyclophosphamide) respectively [23]. 

 

1.1. Localized Disease / Respiratory Tract Manifestation 

Essentially all patients with GPA have upper airway or pulmonary involvement, and the 

majority of patients have both. In the localized disease, respiratory tract involvement will be 

the only manifestation. Rhinosinusitis is the typical manifestation leading to nasal crusting, 

nasal obstruction, purulent/bloody nasal discharge, sinus pain and may lead to chronic 

complications of nasal septal perforation, hearing loss, tracheal collapse and classic saddle 

nose deformity, which are reported up to 23% of patients [24-25]. 

Lower tract involvement is less common with incidence of 60 -85% and pulmonary 

involvement without any upper respiratory tract symptoms & signs are unusual. Pulmonary 

disease can be asymptomatic with only radiographic findings such as pulmonary nodule or 

infiltration but the granulomatous inflammation usually lead to alveolitis and capillaritis 
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which cause typical symptoms of cough, hemoptysis, pleuritic chest pain and dyspnea [26]. 

The most dreaded pulmonary disease is diffuse alveolar hemorrhage which occurs in 5% of 

patients, and may be the initial presentation [27-28].  

Patients with GPA who has alveolar hemorrhage typically present with dyspnea, 

hemoptysis and hypoxemia. Chest radiograph usually reveals diffuse alveolar opacities and 

CT typically shows bilateral ground glass pattern. DAH can be confirmed by fiber optic 

bronchoscopy which typically shows diffuse bleeding arising from lung parenchyma and 

sequential bronchoalveolar lavage (BAL) usually reveals progressively more hemorrhagic 

returns. Bleeding can be massive leading to hemorrhagic shock and respiratory failure. 

Mortality rate in patient with DAH is estimated around 60% [28]. 

 

1.2. Kidney Manifestation 

Glomerulonephritis is the hallmark of generalized disease. It is reported in 71-88% of 

patients [14, 29]. Patients typically present with acute renal failure with hematuria, red cell / 

red cell cast, and proteinuria [18]. Gold standard of diagnosis is renal biopsy which usually 

reveals focal crescentic necrotizing glomerulonephritis with few or no immune deposits 

(pauci-immune) on immunofluorescence and electron microscopy [14,30]. Periglomerular-

granulomas, which was classically described by Wegener in 1939, are not frequently found 

on renal biopsy specimens [14]. Renal involvement is associated with poor outcome. 

Approximately 10-20% of patients will develop end-stage renal disease despite of intensive 

immunosuppressive therapy [31]. 

 

1.3. Renal Limited Disease 

Although pauci-immune necrotizing glomerulonephritis typically occurs in the setting of 

generalized disease such as GPA and CSS, a small portion of patients present with a only 

renal disease and has positive ANCA (usually MPO-ANCA) [14,32]. 

The histopathologic findings from renal biopsy are identical to those in GPA and MPA 

[14] and some of these patients will eventually develop extra-renal manifestations of 

GPA/MPA [33]. Renal-limited vasculitis is usually considered to be part of the GPA/MPA 

spectrum. 

The reason why this typical systemic disease is limited into kidney is debatable. There 

are number of explanations. First, the disease might be in progression and we can diagnose 

patient in the very early stage [33]. Second, the disease process might target a very specific 

organ vasculature. Third, the highly negative charge glycocalyx in glomeruli could capture 

ANCA antigen (particularly highly positive charge myeloperoxidase) resulting in local 

inflammation in glomeruli in the presence of ANCA [34]. And last, some authors proposed 

that local cytokine production in the glomeruli can induce neutrophil priming predisposing to 

neutrophil activation [35-36]. 

 

1.4. Other Organ Manifestations 

Most patients in early systemic and generalized disease suffer from constitutional 

symptoms including fever, weight loss, fatigue, anorexia and myalgia/arthralgia [18]. Ocular 

manifestations are not uncommon, usually episcleritis/scleritis and conjuntivitis. Nasolacrimal 

duct obstruction and orbital granuloma may also develop [37-38]. 
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About one half of patients with GPA have cutaneous manifestation. The most common 

skin manifestation is leukocytoclastic vasculitis which presents as palpable purpura. Other 

skin lesions include livedo reticularis, ulcers, vesicles, papules, and subcutaneous nodules 

[39]. 

Nervous system involvement can be seen in GPA but to lesser degree than in CSS. 

Typical finding includes symmetrical polyneuropathy and mononeuritis multiplex which 

result from vasculitis of vasa nervorum and axonal degeneration. CNS involvement is 

uncommon but can be seen as CNS vasculitis, hypertrophic pachymeningitis and 

granulomatous destruction of pituitary gland [40-41]. 

Gastrointestinal tract, Heart and Genitourinary tract can also be involved but it is far less 

common. 

 

1.5. Diagnosis 

In 1990, American College of Rheumatology (ACR) proposed clinical criteria to 

facilitate diagnosis of GPA in clinical trial [42]. These criteria were not intended to be used in 

routine practice and were proposed prior to the availability of ANCA testing. Furthermore, 

ACR’s criteria have less value to differentiate between MPA and GPA. In 1994 Chapel Hill 

Consensus definitions (CHCC) proposed clearer disease definition. They differentiate AAV 

form other small vessel vasculitis disease by the absence of immune complex deposition and 

MPA is differentiated from GPA and CS by presence of necrotizing vasculitis without 

granuloma [43]. 

This classification criteria has limitation. First, they differentiate GPA from MPA base on 

the pathologic presence of granulomatous, which may be missed due to biopsy error. Second 

both criteria still do not include the diagnostic importance of ANCA. 

Currently, combination of ANCA testing and histological examination are commonly 

used as the approach to establish the diagnosis of AAV. The constellation of constitutional 

symptoms (fever, anorexia, fatigue etc.), arthralgia/arthritis, glomerulonephritis (as evident by 

red cell and red cell cast in urinalysis), ENT involvement and pulmonary involvement plus 

positive PR3-ANCA plus compatible tissue diagnosis strongly confirm the diagnosis of GPA. 

GPA has a strong association with PR3-ANCA and is of importance for diagnosis 

establishment but false positive and false negative still occur. About 20% of patients have 

alternative ANCA and can even be negative in 10% of patients [44-45]. 

Diagnosis should be confirmed by tissue biopsy in every case. Skin biopsy, kidney 

biopsy, and less common nasopharyngeal biopsy, lung biopsy are used. Biopsy of the skin 

reveals a leukocytoclastic vasculitis with little immune disposition. Renal biopsy is usually 

done in patient with overt renal disease such as renal insufficiency or active urine sediment 

which typically reveals a pauci-immune segmental necrotizing glomerulonephritis [14, 31] 

Nasal biopsy is less commonly use due to its high false negative rate. Lung biopsy can be 

used in the absence of renal disease. It usually required open or thoracoscopic biopsy. 

Histological finding of capillaritis with granuloma is very suggestive of GPA [46]. 

 

 

2. Micropolyangiitis (MPA) 
 

GPA and MPA have similar clinical manifestations. According to disease definition 

proposed by Chapel Hill Consensus definitions (CHCC), MPA and GPA will be 
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differentiated by histopathologic finding of granuloma (i.e. Finding of necrotizing vasculitis 

without granuloma is strongly suggestive of MPA) [43]. More current classification is based 

upon ANCA serology. ANCA-based classification has advantages of more close association 

with disease findings and better predictive value for long-term outcome and risk of relapse. 

MPO-ANCA is typically associated with clinical syndrome of MPA whereas PR3-ANCA is 

with GPA [47]. 

ENT manifestation, which virtually be seen in all of the patients with GPA, can also be 

seen in around 35% of patients with MPA but bony/cartilage destruction is uncommon [4, 

18]. Pulmonary involvement is common in MPA, ranging asymptomatic abnormal 

radiographic finding to severe fatal diffuse alveolar hemorrhage. Glomerulonephritis is also 

common in MPA which is essentially cannot be differentiated from GPA even with renal 

biopsy [14]. Eye involvement is less common in MPA. Other manifestations including 

dermatologic and neurologic are similar in both diseases [4, 48].  

 

 

3. Churg-Strauss Syndrome (CSS) 
 

CSS is another rare AAV with incidence of 0.11-2.66 new cases per million per year [49-

50]. The importance of ANCA in pathogenesis of CSS is less clear than GPA and MPA as 

ANCA (which is typically MPO-ANCA) are found in only 40 - 60 %of patients with CSS 

[51] compared to 90% in GPA.  

CSS is generally considered as more benign disease with better prognosis compared with 

other small vessel vasculitides. It is characterized by chronic rhinosinusitis, asthma, and 

persistent eosinophilia and typically described as 3-stage disease with prodromal phase of 

asthma and rhinosinusitis, second phase of peripheral blood and tissue eosinophilia and third 

phase of vasculitis [52-53]. 

 

3.1. Prodromal Phase 

Asthma and atopic disease are hallmark of prodromal phase. Asthma is virtually found in 

almost all patients with CSS. Typical latency period between onset of asthma and vasculitic 

phase is 3-10 years [54-56]. CSS is usually suspected in adult-onset asthma (typically in 2
nd

 

and 3
rd

 decade of life) and is poorly controlled on moderate doses of inhaled glucocorticoids 

and other traditional inhalation therapy. Up to 75% of patients required systemic 

glucocorticoid therapy before diagnosis of CSS [54]. Using of glucocorticoid may in part 

explain why patients have long latency period from asthmatic phase to vasculitic phase. 

Asthma symptom might get worse, but more commonly better, after vasculitic phase arises 

[54]. Nevertheless, asthma is usually still the manifestation and negatively influence patient’s 

quality of life even other manifestations are under controlled [55]. 

Other atopic disease including allergic rhinitis, nasal polyposis and chronic rhinosinusitis 

are also common and widely consider as its distinctive features from GPA. Nasal pain, 

crusting, hemorrhage and bony/cartilage destruction are uncommon in CSS and can be 

helpful differentiating from GPA [54-56]. 

 

3.2. Eosinophilic and Vasculitic Phase 

Eosinophilic phase is characterized by peripheral blood eosinophilia and eosinophilic 

infiltration of various organs, predominantly the lungs and gastrointestinal tract. Almost 40% 
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of patients with CSS present with pulmonary opacities, asthma, and peripheral eosinophilia 

prior to the development of a systemic vasculitic phase [54]. 

During prodromal and eosinophilic phase, extensive eosinophil infiltration in lung is the 

typical histopathologic finding whereas necrotizing vasculitis with granuloma is typical for 

vasculitic phase. Chest radiographic findings are diverse but generally shows transient patchy 

and asymmetric opacities without lobar or segmental distribution. Bilateral nodular 

infiltration can be found, but unlike GPA, it rarely cavitates [57]. Diffuse alveolar 

hemorrhage can also be seen but with less incidence than GPA. 

Non-specific constitutional symptoms are the universal symptoms of vasculitic phase 

along with cutaneous manifestation like other vasculitides. Skin lesion usually presents tender 

subcutaneous nodule on the extensor surfaces or palpable purpura which is resulted from 

leukocytoclastic vasculitis [58-59]. 

Involvement of the neurological system is another distinctive feature of vasculitic phase. 

Peripheral neuropathy, typically mononeuritis multiplex, is prominent manifestation of 

vasculitic process in 75-81% of patients with CSS (far more common than in GPA and MPA) 

and, interestingly, can be the presenting symptom in 20% of patients. Confirmation of 

involvement of peripheral nervous system is done by sural nerve biopsy which typically 

reveals necrotizing vasculitis, perineural infiltration of eosinophils along with other 

inflammatory cell and axonal degeneration. Central nervous system (CNS) involvement is 

less common but can contribute to significant morbidity and mortality. The most notorious 

one is CNS vasculitis which can cause brain hemorrhage [54-56, 59-60]. 

Cardiac involvement is another common and serious manifestation. Myocardial injury is 

believed to be a result of inflammation caused by infiltration of eosinophil along with 

vasculitis in myocardium and in coronary artery [61]. In a recent study which include 49 

patients with CSS, 22 patients had clinical evidence of cardiac involvement including 

endomyocarditis (as detected by cardiac MRI), impaired left ventricular function, valvular 

insufficiencies, and pericardial effusions [62]. Cardiac involvement is more common in 

patients with absence of ANCA and high eosinophil counts. 

GI symptoms are also common in CSS. Mesenteric vasculitis and eosinophilic infiltration 

usually cause abdominal pain, nausea & vomiting, diarrhea and sometimes gastrointestinal 

bleeding [63]. 

Renal involvement is generally not regarded as prominent feature of CSS and tends to be 

milder than GPA and MPA. Prevalence varies widely in published reports that usually refer to 

small series of selected patients. In a recent large clinical study which included 116 patients 

with CSS [64], only one-quarter of patients was found to have renal involvement, far less 

common than in GPA and MPA. About a half of patients who has renal involvement also has 

renal insufficiency. Renal biopsy usually shows necrotizing crescentic glomerulonephritis 

indistinguishable from other AAV [14]. 

 

3.3. Diagnosis 

Two sets of diagnostic criteria are commonly used, which are the American College of 

Rheumatology (ACR) criteria for the classification of CSS in a patient with documented 

vasculitis and the Lanham criteria.  

ACR criteria consists of 6 criteria and patient will be classified as CSS if at least 4 of the 

following criteria are present. 
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1. Asthma: History of wheezing or diffuse high-pitched expiratory rhonchi. 

2. Eosinophilia: Eosinophilia >10% on differential white blood cell count. 

3. Mono- or polyneuropathy: Development of mononeuropathy, multiple 

mononeuropathies, or polyneuropathy (glove/ stocking distribution) attributable to 

systemic vasculitis. 

4. Pulmonary infiltrates, non-fixed: Migratory or transitory pulmonary infiltrates (not 

including fixed infiltrates). Attributable to vasculitis.  

5. Paranasal sinus abnormality: History of acute or chronic paranasal sinus pain or 

tenderness or radiographic opacification of the paranasal sinuses.  

6. Extravascular eosinophils: Biopsy including artery, arteriole or venule showing 

accumulations of eosinophils in extravascular areas. 

 

The presence of 4 or more of these 6 criteria yielded a sensitivity of 85% and a specificity 

of 99.7% [65]. 

Another widely used criteria is Lanham’s criteria, which diagnosis needs presence of all 3 

criteria that is asthma, peak peripheral blood eosinophil count more than or equal to 1500 

cells/microliter and systemic vasculitis involving two or more extrapulmonary organs, though 

the validity and accuracy of this scheme has never been assessed objectively [66]. 

 

 

Management of ANCA Associated Vasculitis 
 

Treatment of GPA and MPA has two phases including the induction of remission and 

maintenance immunosuppressive therapy. Induction of remission therapy is continued until a 

stable remission is induced, which is usually achieved within three to six months. 

Maintenance immunosuppressive therapy should be continued for 12 to 18 months. Longer 

term or indefinite maintenance therapy may be warranted in patients with multiple relapses. 

Choices of immunosuppressive agents should be considered according to severity of the 

disease, contraindication and medication toxicities. New regimens have been proposed due to 

cyclophosphamide (CYC) toxicities (most notably the frequency of bladder cancer in patients 

treated with chronic daily CYC).  

For patients with generalized, non-organ-threatening disease such as those with 

pulmonary nodules or infiltrates without respiratory compromise, and/or ocular disease, oral 

methotrexate (MTX) plus corticosteroids is as an alternative to CYC plus corticosteroids to 

induce remission. Then, oral MTX or oral CYC can be used as the maintenance therapy. 

Although, the high risk of relapse associated with methotrexate as maintenance therapy 

necessitates careful monitoring during this phase of treatment [67]. Oral MTX is suggested at 

an initial dose of 0.3 mg/kg (but not exceeding 15 mg) once per week, with increases of 2.5 

mg each week to a maximum dose of 25 mg once per week. Folic acid (1 to 2 mg/day) or 

folinic acid (2.5 to 5 mg per week) should be given with MTX to reduce potential toxicity. 

MTX is contraindicated in pregnancy and should be avoided in patients with an estimated 

glomerular filtration rate (GFR) less than 50 mL/min.  

For patients with generalized, organ-threatening disease, either oral or intravenous pulse 

CYC can be used with corticosteroids (1 mg/kg/d of prednisone, perhaps preceded by a 3-day 

intravenous pulse methylprednisolone) to induce remission. The preferred dose of oral CYC 
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is 1.5 to 2 mg/kg per day. Pulse intravenous CYC is given at 0.5 to 1.0 g/m2 body surface 

area monthly for three to six months. Two randomized trials have demonstrated that 

rituximab may be an effective alternative to CYC for the initial treatment of patients who 

have newly diagnosed disease or have relapsed after treatment with cyclophosphamide or 

other immunosuppressive therapy; however, both studies are limited in the duration of 

follow-up [68-69]. The preferred regimen of rituximab is 375 mg/m2 per week for four weeks 

given with corticosteroids [68]. The maintenance therapy for these patients can be achieved 

using azathioprine (AZA) plus daily prednisone. Azathioprine is administered at an initial 

dose of 2 mg/kg per day in most patients. The dose can be lowered to 1.5 mg/kg per day at 

one year from the time of initiation of induction therapy [70]. Mycophenolate mofetil (MMF) 

does not appear to be as effective as azathioprine in maintaining remission from a randomized 

multicenter trial [71]. 

For patients with coexist anti-GBM antibodies, advanced renal involvement during the 

acute phase of disease, or severe disease especially with pulmonary hemorrhage that can 

result in death if not treated immediately, the addition of plasma exchange to 

cyclophosphamide and glucocorticoid therapy may enhance the recovery of renal function 

[67].  

Pneumocystis carinii (jiroveci) pneumonia (PCP) infection is a potentially fatal 

complication of immunosuppressive therapy in GPA. The estimated incidence of PCP is 

approximately 6 percent [72]. Patients with GPA should receive prophylaxis against PCP 

with either single-strength trimethoprim-sulfamethoxazole or 100 mg/d of dapsone. For 

patients treated with methotrexate and glucocorticoids, the addition of trimethoprim-

sulfamethoxazole is associated with an increased risk of pancytopenia. Atovaquone may be 

used for prophylaxis in such patients. 

For patients with Churg–Strauss syndrome (CSS), the first step in the management is to 

assess the severity of disease. Two scoring systems including the "five factors score" [73] and 

the Birmingham Vasculitis Activity Score (BVAS) [74] have been developed to assess 

vasculitis disease activity in patients with CSS. The "five-factor score" (FFS) is based on the 

presence or absence of the following five clinical factors including cardiac involvement, 

gastrointestinal disease, renal insufficiency (plasma creatinine concentration >1.6 mg/dL [141 

micromol/L]), proteinuria (>1 g/day), or central nervous system involvement. Patients with 

CSS and evidence of systemic vasculitis, systemic corticosteroids should be considered. 

(Prednisone doses of 0.5 to 1.5 mg/kg per day are typically administered for 6 to 12 weeks, or 

until disease remission is attained). High initial doses of corticosteroids should be gradually 

reduced as the patient improves [67]. Finally, cyclophosphamide should be used for patients 

with a high risk of death and severe disease (FFS of 2, or FFS of 1 with cardiac or central 

nervous system involvement). Then, CYC can be transitioned to azathioprine for maintenance 

therapy for 12 t0 18 months. Methotrexate is an alternative. 
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