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ABSTRACT

Objective: To review the efficacy and safety of rituximab in vasculitic neuropathy (VN).

Methods: A literature search was performed on Medline and Embase up until 2017. It included terms
related to “vasculitis”, “vasculitic neuropathy” and “Rituximab”. Research was carried out by two review-
ers. The main outcome was rituximab efficacy.

Results: Of an initial selection of 702 articles, 5 remained with a level of evidence between 1+ and 3 and
variable recommendation degree. In the only clinical trial included, rituximab was superior to conven-
tional therapy for cryoglobulinemic vasculitis with VN showing an increase in drug retention rate (64.3%
vs 3.5%; P<.001) and with a lower rate of serious adverse effects (.12 vs .48). Cohort studies of patients
with cryoglobulinemic vasculitis showed improvement and complete/partial remission of VN. In a series
of 5 cases of refractory EGPA suffering from VN, 60% and 20% of patients achieved complete and partial
remission respectively.

Conclusions: Rituximab seems an effective and safe treatment for VN in the context of cryoglobulinemic
vasculitis. Evidence for specific efficacy in VN in the context of other types of vasculitis is lacking.

© 2018 Elsevier Espaiia, S.L.U. and Sociedad Espafiola de Reumatologia y Colegio Mexicano de
Reumatologia. All rights reserved.

Eficacia y seguridad de rituximab en neuropatia vasculitica: revision
sistematica

RESUMEN

Objetivo: Revisar la eficacia y seguridad del rituximab en neuropatia vasculitica (NV).

Métodos: Serealiz6 una blisqueda en la literatura de Medline y Embase hasta 2017. Los términos incluidos
guardaron relacién con «vasculitis», «<neuropatia vasculitica» y «rituximabn. Dicha blisqueda fue realizada
por 2 revisores. El resultado principal fue la eficacia del rituximab.

Resultados: Tras seleccionar inicialmente 702 articulos, 5 de ellos permanecieron con un nivel de eviden-
ciadeentre 1+y 3,y un grado de recomendacién variable. En el Ginico ensayo clinico incluido, el rituximab
fue superior a la terapia convencional para vasculitis crioglobulinémica, mostrando NV un incremento en
la tasa de retencién farmacolégica (64,3 vs 3,5%; p<0,001) y una menor tasa de efectos adversos graves
(0,12 vs 0,48). Los estudios de cohortes de pacientes con vasculitis crioglobulinémica incluyeron una
mejora probada y una remisién completa/parcial de NV. En una serie de 5 casos de EGPA refractaria con
NV, el 60% y el 20% de los pacientes lograron una remisién completa y parcial, respectivamente.
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Conclusiones: Rituximab parece ser un tratamiento eficaz y seguro para NV, en el contexto de vasculi-
tis crioglobulinémica. Se carece de evidencia sobre la eficacia especifica de NV en el contexto de otras

vasculitis.

© 2018 Elsevier Espafia, S.L.U.

y Sociedad Espafiola de Reumatologia y Colegio Mexicano de Reumatologia. Todos los derechos reservados.

Introduction

The term vasculitis comprises a heterogenous group of diseases
characterised by the inflammation and destruction of the blood
vessel wall, which causes damage to different organs and tissues. -

The involvement of the peripheral nervous system caused by
vasculitis, i.e., vasculitic neuropathy is the result of ischaemic
damage by occlusion of the blood vessel. The thick sensitive and
motor nerve fibres are usually compromised, as they are more sus-
ceptible to ischaemic damage and there is predominantly axonal
compromise.>

The standard presentation of peripheral nervous system
involvement by vasculitis is a painful multiple mononeuropathy
(“multiplex mononeuritis”) although it may also be presented as
rapidly progressive polyneuropathy. Its presentation as polyneu-
ropathy dependent on chronic length? is less common.

Vasculitic neuropathy is generally another manifestation of
a systemic condition which may affect skin, lungs, kidneys and
other organs. In a review of 106 patients with vasculitic neurop-
athy followed up for a period of 28 years,” the main diseases
which evolved with the vasculitic neuropathy were systemic vas-
culitis (eosinophilic granulomatosis with polyangitis, polyarteritis
nudosa, granulomatosis with polyangitis, microscopic polyangi-
tis, cryoglobulinaemia) and rheumatic diseases like rheumatoid
arthritis or systemic lupus erythematosus. The frequency of vas-
culitic neuropathy for some of these diseases according to some
studies®° would be 80% in granulomatosis with polyangitis and
eosinophilic granulomatosis with polyangitis, 70% in microscopic
polyangitis, 50-70% in polyarteritis nudosa and 70% in mixed cryo-
globulinaemia. In a minority of patients with vasculitic neuropathy
however, the vasculitis of the peripheral nervous system is pro-
duced in isolation as a non systemic vasculitic neuropathy.>!0-12

Despite the fact that vasculitic neuropathies are relatively
uncommon, their identification and treatment is important
because of the morbidity and incapacity they cause in patients.!3
Even in the absence of systemic involvement, vasculitic neurop-
athy may lead to serious functional disabilities from which some
patients never fully recover.

There is no specific treatment for vasculitic neuropathy, which
depends on the context in which it occurs. E.g., immunosuppressive
agents are used and glucocorticoids in primary vasculitis or vas-
culitis associated with systemic rheumatic diseases and antivirals
in the cases of cryoglobulinaemia associated with hepatitis C.'41°

Rituximab (RTX) is a chimeric anti-CD20 monoclonal antibody
with B cell depletion effects, which has been approved by the Euro-
pean Medicines Agency (EMA) for the treatment of rheumatoid
arthritis, granulomatosis with polyangitis and microscopic polyan-
gitis, in addition to the non-Hodgkin group of lymphomas and
chronic lymphoid leukaemia.' It has also been used outside of its
technical specifications for systemic erythematosus, systemic scle-
rosis and other types of vasculitis such as mixed cryoglobulinaemia.
Our objective was therefore to review the evidence on RTX effi-
cacy in vasculitic neuropathy specifically and to study its possible
adverse effects on these patients.

Methods

A systematic review of those studies which were able to respond
to the research question was made.

Study Identification and Selection

An exhaustive bibliographical search was undertaken in Med-
line and Embase from 1961 until October 2017, restricting the
search of articles to English, French and Spanish relating to humans.
The search strategy included the terms MeSH and the free text and
terms relating to “vasculitis”, “vasculitic neuropathy” and “Ritux-
imab”. Search strategies were made by 2 authors who separately
reviewed the titles, abstracts and selection criteria.

The following were included depending on the study type:
meta-analysis, systematic reviews, clinical trials and observational
studies (cross-sectional, cohort and case-control study). Depend-
ing on the type of participant, studies with adult patients who
had been diagnosed with vasculitic neuropathy were included. The
use of any method validated for the diagnosis of vasculitis and the
neuropathy may have been clinically diagnosed, through comple-
mentary examinations or through both. Patients with neuropathy
of origin other than vasculitic were excluded. Depending on the
type of intervention, selection was of studies which assessed the
efficacy of treatment with RTX and which considered the use of
RTX alone or in combination therapy, after a minimum follow-up
interval of at least 6 months.

The main outcome measurements studied were efficacy with
RTX, i.e., sensorial impairment at the end of the follow-up period
(at least 6 months after treatment initiation), using any validated
neuropathy scale or quantitative sensorial tests. Secondary out-
comes included were: RTX treatment retention time; number of
participants with improvement or resolution of neuropathy symp-
toms determined by the overall impression of the researcher or
the patient evaluation scale; number of mild and serious adverse
events during the follow-up period.

Data Extraction and Evaluation of Biases

The articles whose titles or abstracts coincided with the inclu-
sion criteria were read in their complete format. The lack of any one
eligibility criteria was sufficient to exclude a study. Any disagree-
ment regarding the inclusion of a study was resolved by consensus
between the 2 reviewers with the help of a third reviewer. Two
reviewers extracted the data from the documents separately as a
report.

The quality of the evidence was analysed through a reading of
the complete text following the guidelines of the Scottish Intercol-
legiate Guidelines Network (SIGN).

Results
Study Description

After selecting the 296 articles published between 1999 and
2017, 42 duplicates were eliminated, 224 were eliminated after
reading the title and abstract and 25 after reading the complete
article. Only 5 articles finally met with the established selection
criteria and comprised the focus of this systematic review (Fig. 1).
The studies included were: one clinical trial, 3 cohort studies and
a case series (Table 1). The majority of studies were cohorts with a
level of evidence between 1+ and 3 and a SIGN B recommendation
level.
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MEDLINE (n= 406)

Base (n=296)

175

\—b{ 702 Articles I:
> Excluded after reading the title
(N=627)
A 4
‘ 75 Articles
> Excluded after reading the abstract
(N=45)
30 Articles
Included through Excluded after Reading
secondary search > > the complete text.
(n=0) Supplementary table
Included (n = 5)
Fig. 1. Systematic search results.
Table 1
Studies Included.
Reference Study Sample Variable Level of Evidence
De Vita et al. Randomised, double blind Experimental group (n=28): patients with Survival of the treatment after 12 Evidence level 1++
phase III clinical trial severe active cryoglobulinaemic vasculitis months 64.3% with RTX vs 3.5% with Grade A
treated with RTX conventional treatment (P<.001)
Control group (n=29): patients with severe regardless of the presence of
active cryoglobulinaemic vasculitis treated neuropathy
with conventional treatment Rate of adverse effects to RTX vs
conventional treatment: .12 vs .48
Quartuccio Retrospective cohort study Long-term RTX efficacy and safety in n=30 Survival mean of RTX for neuropathy: Evidence level 2+
etal. patients who participated in the previous CT mean 6.7 (+ SD .4) years Grade B
New adverse effects (infections,
chronic hypogammaglobulinaemia
cardiovascular events) and 6 deaths
Ferri et al. Multicentre retrospective n =387 patients with mixed active Complete remission of the neuropathy  Evidence level 2+
study cryoglobulinaemic vasculitis (85% refractory to  in 44%; partial remission in 26%. Grade B
conventional treatment); n=69 with vasculitic Improvement of paresthesias
neuropathy (P<.0001)
Adverse effects: 18 mild, 3 severe:
pneumonia, gangrene and serum
sickness
Cavallo et al. Prospective cohort study n=13 patients with type II cryoglobulinaemic Improvement on the “clinical Evidence level 2+

Novikov et al. Case series

vasculitis (11 patients refractory to
conventional treatment)

n=6 patients with eosinophilic granulomatosis
with active polyangitis (refractory to previous
conventional treatment)

neuropathy disability” scale (P<.0001),
electromyogram (P<.0001) and
paresthesias (P<.0001)

No adverse effects

60% complete remission of vasculitic
neuropathy; 20% partial remission
Three adverse effects which were no
severe: one reaction to the infusion
and 2 bronchitis

Grade B

Evidence level 3
Grade B

SD: standard deviation; CT: clinical trial; RTX: rituximab.

The excluded studies and reasons for exclusion are mentioned in

additional table. The total number of patients with vasculitic neu-

ropathy treated with RTX and included in this review were 123,
ranging between 5 and 69 patients from one article to another.
Regarding the duration of follow-up observed in the studies, this
was variable, between 6 months and 6 years.

Previous Treatment

In the majority of studies analysed, initiation of treatment with
RTX was described after the failure with conventional treatment.
In the study by Cavallo et al.!” 11 out of 13 patients were refrac-
tory to prior treatment (all to corticoids and cyclophosphamide,
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micophenolate, plasmapheresis and interferon). In the Novikov
et al.'8 study in 6 patients with granulomatosis with eosinphilic
polyangitis treated with RTX all of them were refractory to standard
treatment (all to corticoids and cyclophosphamide and others also
to azatioprine, methotrexate and micophenolate in combination
therapy). In the Ferri et al.'” study only 15% of patients received RTX
as first line treatment with the others being refractory to standard
treatment.

In the clinical trial by De Vita et al.2° and the posterior long-
term retrospective study on the same patients by Quartuccio et al.?!
there was no reflection as to whether there had been treatment
prior to the randomisation for cryoglobulinaemic vasculitis. They
only reflected that the patients with positive serology of the hep-
atitis C virus were not treated with antiviral agents or if they had
been, the agents were ineffective.

Treatment Regimen With Rituximab

In all the studies RTX was used in monotherapy (not counting
low dose corticoids), except in the study by Novikov et al.'® where
treatment with RTX was combined with baseline treatment in one
patient (azatioprine).

In the majority of studies the total dose of RTX (2 g) was adminis-
tered in weekly or two-weekly intravenous infusions for one month
and in all of the studies the doses from 6 months onwards were on
demand, depending on the clinical situation. Ten of the 87 patients
from the Ferri et al.'® study and all the patients from the Cavallo
etal.'” study received a cycle of 6 infusions at 375 mg/m?2/per week
for the first month plus 2 infusions the first week of the following
2 consecutive months.

Efficacy and Safety of Rituximab

In the randomised double blind phase Il clinical trial,2? in the
primary outcome it was observed that the survival of treatment
of the group treated with RTX (n=28) at 12 months was higher
than that of conventional treatment (n=29): glucocorticoids, aza-
tioprine or cyclophosphamide or plasmaheresis, in patients with
severe and active cryoglobulinaemic vasculitis (with skin ulcers,
active glomerulonephritis, or refractory peripheral neuropathy or
with a worsening of these conditions (64.3% vs 3.5%; P<.001). One
of the secondary outcomes of the study tried to analyse the efficacy
of treatment with RTX for each single case. The presence or non
presence of neuropathy in patients with cryoglobulinaemic vas-
culitis had no impact on the drug’s retention rate (hazard ratio 95%
Cl=4.05[.91-18.03], P=.066). Neither did the presence or non pres-
ence of the other organic manifestations considered for the patient
selection influence the retention rate of treatment with RTX: skin
ulcers and glomerulonephritis. No significant differences were
found for any level of improvement of the neuropathy after one
month and after 2 months of treatment in the neuropathy group
treated with RTX (n=16) compared with the conventional treat-
ment group (n=17) (P=.156 and P=.375). Neuropathy responded
to RTX after 2 months in 12 of the patients, after 6 months in
11 patients, after 12 months in 7 patients and after 24 months
in 8 patients, concluding a possible lack of response to RTX after
6 months. Furthermore, the rate of serious adverse effects (pneu-
monia, cardiovascular events and liver failure) was observed to be
lower in the group treated with RTX compared with those receiving
conventional treatment (.12 vs .48). In the RTX group there were 2
deaths and in the group of conventional treatment there was one.
There were no significant differences found in serious infections
between both groups, but it should be pinpointed that 3 out of the
4 patients who had suffered from them had received high doses of
glucocorticoids.

In the retrospective study carried out by Quartuccio et al.?! with
a mean observation of 72.6 (20.4) months efficacy and safety were
assessed long term in patients treated with RTX from the begin-
ning, or who had changed to RTX during the De vita et al. clinical
trial and if they needed retreatment with RTX this was only due
to a worsening of their symptoms worsened (n=30); not included
in the study were 3 patients in maintenance therapy with RTX, 5
patients who died, 2 who had reactions to the drug infusion and 11
who were without follow-up after the termination of the clinical
trial. In this study 43.3% of the patients did not require retreat-
ment, with a mean follow-up of 62.4 months. Out of the 17 patients
who did require retreatment, 58.8% required only one cycle and
41.2% more than one cycle. The mean time up until retreatment to
the initial dose was 22.3 (12.1) months. 85% of the patients who
require retreatment after 24 months were because of the worsen-
ing of their neuropathy, with this being the same cause for which
treatment with RTX was initiated. 20% of the patients who required
retreatment after 24 months did so due to neuropathy. A mean of
(+ SD) RTX retention for neuropathy was observed at 6.7 (.4) years,
somewhat lower than for nephritis (7.9 [.4]). During follow-up time
after the clinical trial of De Vita et al. there were 9 adverse effects
with RTX (recurrent infections, chronic hypogammaglobulinaemia,
cardiovascular events) and 6 deaths.

In one multicentre retrospective study of 6 months follow-
up,!? 87 patients with mixed active cryoglobulaemic vasculitis
were studied (92% associated with hepatitis C, 6% essential and 2%
Sjogren syndrome), of whom 69 presented with peripheral neu-
ropathy. In 20 of the 87 patients the main RTX indication was
neuropathic involvement. Complete remission of neuropathy was
achieved in 44% of patients and partial remission in 26% after 6
months of treatment. There was a statistically significant improve-
ment of paresthesias (P<.0001). In the 87 patients treated 18
suffered from adverse effects, only 3 with serious adverse effects
which were pneumonia, gangrene and serum sickness.

In a prospective cohort study of 13 patients with type II cryo-
globulaemic vasculitis refractory to conventional treatment (12 of
them associated with hepatitis C, 4 of them having being treated
with interferon), a follow-up period of 12 months after initiation
of treatment with RTX was made. A significant improvement was
observed on the “clinical neuropathy disability score (CNDS)” scale
(P<.001), electromyogram (P<.002) and paresthesias (P<.0001).
No adverse effects were described during the follow-up period.

In a series of 6 cases with eosinophilic granulomatosis with
active polyangitis in the form of severe pulmonary involvement
and|or progressive peripheral neuropathy,'8 5 of them (4 with pos-
itive neutrophil anticytoplasmic antibodies and one negative) were
treated with RTX due to the reactivation of the neuropathy or to its
remission. They presented with a mean of 10 months follow-up
with assessment at 3 and at 6 months. Complete remission with
RTX was obtained in 40% after 3 months and in 60% after 6 months,
and partial remission was obtained in 20% after 6 months. Three
patients presented with adverse effects during follow-up: reaction
to the infusion with bronchospasm, and 2 patients had purulent
bronchitis resolved with antibiotics.

Discussion

Despite the general efficacy demonstrated by RTX in vasculitis
and systemic autoimmune diseases, there is very little information
on the efficacy of this treatment specifically for vasculitic neurop-
athy.

Although clinical trials exist in which the efficacy of RTX
has been demonstrated for ANCA-associated systemic vasculitis,
there are no clinical trials in which neuropathy is specifically
treated. In this sense, RTX is approved for inducing remission in
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granulomatosis with polyangitis and microscopic polyangitis, as
was observed in the RITUXVAS and RAVE trials where it was
at least as effective as cyclophosphamide.?22> The efficacy of
RTX for remission maintenance in granulomatosis with polyan-
gitis and microscopic polyangitis was also recently confirmed in
the prospective, randomised and controlled MAINRITSAN?# trial.
Notwithstanding, in our review we found only one series of ANCA-
associated cases (eosinophilic granulomatosis with polyangitis)
which specifically included efficacy of RTX in vasculitic neuropathy
where 80% of patients achieved remission after 6 months.!8

The other studies which were finally selected for this review
deal with the vasculitic neuropathy in the context of cryoglobuli-
naemic vasculitis. The findings from the randomised double-blind
phase II clinical trial of De Vita et al.2° show the superiority of
RTX in monotherapy compared with conventional therapy with
glucocorticoids, azatioprine, ciclophosphamide or plasmapheris for
treatment of severe cryoglobulinaemia as a form of greater treat-
ment survival. In the multivariate analysis the presence or absence
of neuropathy did not change this superiority. However, there were
no significant differences for any degree of improvement of the
neuropathy after one month and after 2 months of the treatment
between the RTX group (n=16) and the group with conventional
treatment (n=17) (P=.156 and P=.375). Caution should there-
fore be used when interpreting the specific efficacy in vasculitic
neuropathy extracted from this study. However, the data of this
comparison at 12 months follow-up are not available, and this was
the time fixed for primary outcome, which could account for the
absence of significant differences in this regard. In the long-term
follow-up study of the previous clinical trial?! it was observed that
the efficacy of RTX was considerably maintained over time and with
a mean survival of RTX for neuropathy of 6.7 (.4) years, including
patients who required retreatment for the same. Moreover, in the
other 2 studies selected the efficacy of RTX was demonstrated in the
form of complete or partial remission in the majority of patients
with neuropathy and improvement in paresthesias, in scales and
in objective data such as electromyographical parameters.'” !9 It
should be considered that except in the clinical trial, the rest of
the data are not comparable with another treatment group and
therefore the superiority of RTX cannot be established for vasculitic
neuropathy in the context of cryoglobulinaemia, but its efficacy
can, although we should take into account that RTX was effec-
tive in patients refractory to other conventional therapies including
cyclophosphamide.

The majority of patients with mixed cryoglobulinaemia suf-
fer from infection by the hepatitis C virus and this was also the
case in the patients included in the studies which we selected.
The cryoglobulinaemia may also be induced by the hepatitis B
virus or associated with autoimmune or lymph proliferative dis-
orders and on rare occasions, this may be essential.2>26 The
current approach is that in patients with progressive or serious
disease, apart from treating the viral infection (unless otherwise
contraindicated), immunosuppressive treatment should also be
administered: glucocorticoids with RTX or cyclophosphamide and
in some patients plasmapheresis.'>27-28 In some cases of hepatitis B
RTX could also be used, but always concomitant with antiviral ther-
apy. Severe symptoms associated with cryoglobulinaemia where
immunosuppressive treatment is recommended would include
rapidly progressive neuropathy.

The safety profile of RTX was assessed in all of the studies
reviewed. Adverse effects were described in all of them, with
some being severe. However, only a few comparative data with
conventional therapy were available. These showed that RTX pre-
sented a better safety profile in the form of a lower rate of severe
adverse effects, which is in keeping with other studies reported
in the literature. There were also several deaths in the studies
reviewed, although they cannot be directly attributed to the RTX.

In one observational study of 120 patients with granulomatosis
with polyangitis and microscopic polyangitis, the patients simul-
taneously treated with RTX and cyclo phosphamide had similar
remission rates to those who received RTX as monotherapy but
with higher mortality.?? Among the adverse effects the following
stand out: infections, hypogammaglobulinaemia, reaction to infu-
sion and ischaemic cardiopathy. We should also highlight that in
one of the studies neuropathy was found to be a secondary effect
to treatment with RTX.

In the majority of studies analysed we described the initiation of
treatment with RTX after failure with conventional treatment, but
it has also been shown in the study by Ferri et al. that 15% of patients
received RTX as first line treatment and in one patient eosinophilic
granulomatosis with polyangitis, complete remission was achieved
after 6 months.

Limitations of this review are firstly the low number of stud-
ies to meet the inclusion criteria of our review. Secondly, that the
majority of these studies are observational, with only one clinical
trial. Thirdly, the majority of the evidence is only related to one
disease (essential mixed cryoglobulinaemia).

To conclude, we may say that there is little evidence of the effi-
cacy of RTX for vasculitic neuropathy. It is probably effective for
vasculitic neuropathy in the context of mixed cryoglobulinaemia
and possibly superior to conventional treatment with a better
safety profile. We did not find any data with which to extract
conclusions regarding its efficacy in either isolated vasculitic neu-
ropathy or that associated with systemic vasculitis and connective
pathologies. We believe that having demonstrated its efficacy for
rheumatoid arthritis and ANCA-associated vasculitis of RTX studies
should be conducted to specifically address its efficacy in neu-
ropathy to facilitate the best therapeutic option in cases where
vasculitic neuropathy is the predominant symptom of a systemic
clinical condition.

Conflict of Interests

The authors have no conflict of interests to declare.
Acknowledgements

Spanish Society of Rheumatology (SSR).
Appendix A. Supplementary Data

Supplementary data associated with this article can be found, in
the online version, at doi:10.1016/j.reumae.2018.10.016.

References

1. Aldea JJ. Monoclonal antibodies in inflammatory disease of the muscle and
peripheral nervous system. Neurologia. 2012;27:39-45.

2. Jennette JC, Falk R], Bacon PA, Basu N, Cid MC, Ferrario F, et al. 2012 revised
International Chapel Hill Consensus Conference Nomenclature of Vasculitides.
Arthritis Rheum. 2013;65:1-11.

3. Muiioz SA, Gandino IJ, Figurelli S, Pagano MA. Vasculitis del nervio periférico:
revisién clinico-patolégica de 13 casos. Rev Chil Reumatol. 2012;28:82-6.

4. Tavee JO. Immune axonal polyneuropathy. Continuum (Minneap Minn).
2017;23:1394-410 (5, Peripheral nerve and motor neuron disorders).

5. Mathew L, Talbot K, Love S, Puvanarajah S, Donaghy M. Treatment of vas-
culitic peripheral neuropathy: a retrospective analysis of outcome. QJM.
2007;100:41-51.

6. Pagnoux C, Guillevin L. Peripheral neuropathy in systemic vasculitides. Curr Opin
Rheumatol. 2005;17:41-8.

7. Suppiah R, Hadden RD, Batra R, Arden NK, Collins MP, Guillevin L, et al. Periph-
eral neuropathy in ANCA-associated vasculitis: Outcomes from the European
Vasculitis Study Group trials. Rheumatology (Oxford). 2011;50:2214-22.

8. Garcia-Bragado F, Fernandez JM, Navarro C, Villar M, Bonaventura I. Peripheral
neuropathy in essential mixed cryoglobulinemia. Arch Neurol. 1988;45:1210-4.

9. Gemignani F, Melli G, Inglese C, Marbini A. Cryoglobulinemia is a frequent cause
of peripheral neuropathy in undiagnosed referral patients. ] Peripher Nerv Syst.
2002;7:59-64.


http://dx.doi.org/10.1016/j.reumae.2018.10.016
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0190

178

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

N. Mena-Vdzquez et al. / Reumatol Clin. 2019;15(3):173-178

Saleh A, Stone JH. Classification and diagnostic criteria in systemic vasculitis.
Best Pract Res Clin Rheumatol. 2005;19:209-21.

Collins MP, Periquet MI. Non-systemic vasculitic neuropathy. Curr Opin Neurol.
2004;17:587-98.

Hernandez-Rodriguez ], Molloy ES, Hoffman GS. Single-organ vasculitis. Curr
Opin Rheumatol. 2008;20:40-6.

Gwathmey KG, Burns TM, Collins MP, Dyck PJ. Vasculitic neuropathies. Lancet
Neurol. 2014;13:67-82.

Benstead TJ, Chalk CH, Parks NE. Treatment for cryoglobulinemic and non-
cryoglobulinemic peripheral neuropathy associated with hepatitis C virus
infection. Cochrane Database Syst Rev. 2014:Cd010404.

Pietrogrande M, de Vita S, Zignego AL, Pioltelli P, Sansonno D, Sollima S, et al.
Recommendations for the management of mixed cryoglobulinemia syndrome
in hepatitis C virus-infected patients. Autoimmun Rev. 2011;10:444-54.
MabThera, INN-rituximab - WC500025821.pdf 2017. Available from:
http://www.ema.europa.eu/docs/es_ES/document_library/EPAR_-_Product_
Information/human/000165/WC500025821.pdf.

Cavallo R, Roccatello D, Menegatti E, Naretto C, Napoli F, Baldovino S. Rituximab
in cryoglobulinemic peripheral neuropathy. ] Neurol. 2009;256:1076-82.
Novikov P, Moiseev S, Smitienko I, Zagvozdkina E. Rituximab as induction ther-
apy in relapsing eosinophilic granulomatosis with polyangiitis: a report of 6
cases. Joint Bone Spine. 2016;83:81-4.

Ferri C, Cacoub P, Mazzaro C, Roccatello D, Scaini P, Sebastiani M, et al. Treatment
with rituximab in patients with mixed cryoglobulinemia syndrome: results
of multicenter cohort study and review of the literature. Autoimmun Rev.
2011;11:48-55.

De Vita S, Quartuccio L, Isola M, Mazzaro C, Scaini P, Lenzi M, et al. A random-
ized controlled trial of rituximab for the treatment of severe cryoglobulinemic
vasculitis. Arthritis Rheum. 2012;64:843-53.

21.

22.

23.

24,

25.

26.

27.

28.

29.

Quartuccio L, Zuliani F, Corazza L, Scaini P, Zani R, Lenzi M, et al.
Retreatment regimen of rituximab monotherapy given at the relapse of
severe HCV-related cryoglobulinemic vasculitis: long-term follow up data
of a randomized controlled multicentre study. ] Autoimmun. 2015;63:
88-93.

Jones RB, Tervaert JW, Hauser T, Lugmani R, Morgan MD, Peh CA, et al. Rituximab
versus cyclophosphamide in ANCA-associated renal vasculitis. N Engl ] Med.
2010;363:211-20.

Stone JH, Merkel PA, Spiera R, Seo P, Langford CA, Hoffman GS, et al. Ritux-
imab versus cyclophosphamide for ANCA-associated vasculitis. N Engl ] Med.
2010;363:221-32.

Guillevin L, Pagnoux C, Karras A, Khouatra C, Aumaitre O, Cohen P, et al. Ritux-
imab versus azathioprine for maintenance in ANCA-associated vasculitis. N Engl
J Med. 2014;371:1771-80.

Roccatello D, Fornasieri A, Giachino O, Rossi D, Beltrame A, Banfi G, et al. Multi-
center study on hepatitis C virus-related cryoglobulinemic glomerulonephritis.
Am ] Kidney Dis. 2007;49:69-82.

Misiani R, Bellavita P, Fenili D, Borelli G, Marchesi D, Massazza M, et al. Hepatitis
C virus infection in patients with essential mixed cryoglobulinemia. Ann Intern
Med. 1992;117:573-7.

Dammacco F, Sansonno D. Therapy for hepatitis C virus-related cryoglobuline-
mic vasculitis. N Engl ] Med. 2013;369:1035-45.

Sandri AM, Elewa U, Poterucha JJ, Fervenza FC. Treatment of hepatitis C-
mediated glomerular disease. Nephron Clin Pract. 2011;119:c121-9, discussion
c129-30.

McGregor ]G, Hogan SL, Kotzen ES, Poulton CJ, Hu Y, Negrete-Lopez R,
et al. Rituximab as an immunosuppressant in antineutrophil cytoplasmic
antibody-associated vasculitis. Nephrol Dial Transplant. 2015;30 Suppl. 1:
i123-31.


http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0195
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0195
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0195
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0195
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0195
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0195
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0195
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0195
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0195
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0195
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0195
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0195
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0195
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0195
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0195
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0195
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0195
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0195
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0195
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0200
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0200
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0200
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0200
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0200
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0200
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0200
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0200
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0200
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0200
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0200
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0200
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0200
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0205
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0205
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0205
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0205
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0205
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0205
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0205
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0205
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0205
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0205
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0205
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0205
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0205
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0205
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0210
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0210
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0210
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0210
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0210
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0210
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0210
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0210
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0210
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0210
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0210
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0210
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0210
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0210
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0210
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0215
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0215
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0215
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0215
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0215
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0215
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0215
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0215
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0215
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0215
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0215
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0215
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0215
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0215
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0215
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0215
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0215
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0215
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0215
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0215
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0215
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0215
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0215
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0215
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0215
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0220
http://www.ema.europa.eu/docs/es_ES/document_library/EPAR_-_Product_Information/human/000165/WC500025821.pdf
http://www.ema.europa.eu/docs/es_ES/document_library/EPAR_-_Product_Information/human/000165/WC500025821.pdf
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0230
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0230
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0230
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0230
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0230
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0230
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0230
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0230
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0230
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0230
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0230
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0230
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0230
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0230
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0230
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0230
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0230
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0230
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0230
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0230
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0230
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0230
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0235
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0240
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0245
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0250
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0255
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0260
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0265
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0270
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0275
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0280
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0280
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0280
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0280
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0280
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0280
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0280
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0280
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0280
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0280
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0280
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0280
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0280
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0280
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0280
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0280
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0280
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0280
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0280
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0285
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0285
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0285
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0285
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0285
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0285
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0285
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0285
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0285
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0285
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0285
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0285
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0285
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0285
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0285
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0285
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0285
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0285
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0285
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0285
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0285
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0285
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0285
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0285
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0285
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290
http://refhub.elsevier.com/S2173-5743(19)30035-8/sbref0290

	Efficacy and Safety of Rituximab in Vasculitic Neuropathy: A Systematic Review of the Literature
	Introduction
	Methods
	Study Identification and Selection
	Data Extraction and Evaluation of Biases

	Results
	Study Description
	Previous Treatment
	Treatment Regimen With Rituximab
	Efficacy and Safety of Rituximab

	Discussion
	Conflict of Interests
	Acknowledgements
	Appendix A Supplementary Data
	References


