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Esquema de la presentacion

* Pacientes criticos con lupus

e iEs brote o es infeccion?
* Opciones terapéuticas en pacientes criticos con lupus

e Situaciones especiales en el paciente critico con lupus

Y SU manejo }



XV REUNION
GEAS 2023 SeVi I Ia | Hotel Silken

GRUPO DE ENFERMEDADES 28-29 Septiembre | Al Andalus

AUTOINMUNES SISTEMICAS

Chen et al. Arthritis Res Ther  (2021) 23264 Arthritis Research & Thera py
hitpss'/doi.ong/10.1186/513075-021-02649-x

100

RESEARCH ARTICLE Open Access

, ®
Impact of systemic lupus erythematosus gt

on the 5-year survival of critically ill septic
patients
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Abstract

Background: Infectious disease is an increa
the long-term outcome in critically ill septic patients with SLE remains unclear, and we aimed to address t
SLE on 5-vear survival in critically ill septic patients.

Methods: We used the 2003-2017 nationwide data with 825,556 patients with sepsiz in Taiwan. We identified lupus
cases with sepsis that required admission to the intensive care unit and mechanical ventilation and selected controls ﬂ
matched (1-4) for age, sex, and index-year. Conditional logistic regression analysis was used to determine risk factors
for mortality risk and shown as odds ratios (HRs) with 5% confidence int

ervals (Cls).
2052 matched non-SLE septic individuals were enrolled. The mortal- n 1 2 3 '4 5‘

00,000 person-year) than that in the non-SLE group (13.7 per 100,00
found that SLE was independently associated with a high ma Yea rs
yetesmic lupus erythematoses GLE)

sing threat to patients with systemic lupus erythematosus (SLE); however,
e impact of

Survival probability (%)
3

20 7 Log-rank Non-SLE
p<0.001 ==~ SLE

Results: A total of 513 SLE-sepsis patient
ity rate was higher in the SLE group (38
person-year), with an IRR of 2.8 (95% C), 25-32

ity rate after adjusting relevant variahles (HR 1. C11.27-1.77).In addition to 5LE, a higher age (HR 1.02, 95% Cl
02), more comorbidities, and receiving prednisolone equivalent dose higher than 5 magyday (HR 1
1 00), methotrexate (HR 2.19, 95% Cl 1.61-299), and immunasuppressants (HR 1.45 05% C1 1.22-1.

independent risks for mortality.

Fig. 2 The cumulative survival of aitically 11l septic patients with and wit

Conclusions: We identified that SLE affects the long-term mortality in critically ill septic patients, and more studies
are warranted for the underlying mechanism.
Keywords: Systemic lupus erythematosus, Sepsis, Long-term outcome, Mortality, Risk factor
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Table 3 Crude and adjusted hazard ratios for the assocation between variable and the risk for S-year mortality among 2565 enrolled
subjects induding 5LE and matched non-5LE control subjects

Univariable Moded-1 Model-2 Model-3 Model-4
Crude Hrs Adjusted Hrs Adpusted Hrs Adjusted Hrs Adjusted Hrs

SLE {non-5LE as reference] 227 201-257 220 {154-2.45) 31 (1.55-250) 200 (1.77-227

.l'-'uge. Lper 1 year Incrememnt] 103 (1.03-1.03) 1.03 {1.02-1.03) 1103 (1.02-1.03] 1.02 (1.3 =-1.05 103 {1.02-102)
Gender (mala] 138 (1.19-161) 124 {1.07-1.45] 123 (1.06-1.44) 1.14 [02E-133) 1.17 {95130
Urbanisation levels

Urksan A, Raf. Riaf. R,

Suburban 1.00 (086-1.10 1.06 1352 -122] 1.09 (054-125) 1.114{096-138)

Aural 087 083-1.14) 1B )BG-1.05) 52 0.7E-1.07) 1)

Low Insured Imcorme? 107 {080-1.13) 103 0357 -1.22) 1.06 1055115 1.1}
CCl = 3 (-3 as reference) 306 (273-3.43) 237 (201-257) 223 {1.97-253)

Recent hospitalised Infection” 204 {1.75-238) 1.35 (1.13-1.60) 13341.12-1.59
Medications
Glucocorticold dosage group©

omgfday Rid. Red

-5 mgsoay

= Smgfday

Mayores de 40 anos:
SMR 3.5

Paciente de 19 a 39 anos:
SMR 30

DMARD

Methiotraxats 255{191-339 21911561 -255)

Sulfaszalazine 168 {1.03-2.75) 084 050142}

Hydnoychloroguine 204 {1.78-235) [GF BT 149

==

MIMUNOSUPErEssants” 214 {1B7-2.45) 1.45 {1.22-1.74)

* Insur=d income lower than median income (21,900 New Taiwan dollars). "Within 3 monthe prioe to indes admission. “Prednisolons squivalent. “Cyclophosphamide,
azathioprine, cyclosponine, mycophenalate, and mycophenalic Abbrevations: SLE Systemic lupus enythematosus, C0 Charlson comorbidity index, DMARD Disease-
modifyirg antirheumatic dnag




Refe e nce

Autoimmu e

Cause of admission (n)

Cause of death (n)

[37-40]

[41]

[42-52]

[53-58]

disease
Cermatomyosits Respiratory B Resprabory 2
Gastrointestinal 1 infection 1
Systemic scherosis Respiratory 5 Infection ]
SPRS 1 Gastrointestinal 1
Gastrointestinal 1
Other 1
/f_l.-'s:u:nu:: lupus Respiratory 8 Respratory N
erythematosus Infection 2  Infection 1
SLE angioedema 1 Hematological 2
SLE flare 1 CAPS 1
Hematological -
Cardiovascular 2
Renal 1
Antiphospholipid CAPS 4 CAPS 1
syndrome Cardiovascular 1 Infection 1
\ Gas trointestinal 2 /
Vasculitis Respirabory 4 L1
Renal 2
Cardiovascular 1
L 1
Autoimmune Renal® 1 Adverse reaction to 1
thyroid treatment”
disease
Rheumatoid Adverse reaction 27 Respiratory 2
arthritis to treatment 2 Neurological 1
RiEspratory 1
Meurological
Hepatins C virus RiEspratory 3  Infection 1
associated Fenal 1
cryoglobulinemia
Sjogren's syndrome  Neuromuscular 1 i
Type 1 diabetes Meurolog ic 3  Cerebral edema 2
Autolmmune Hematologic 1 L1
hemolytic anemia
Still's disease Hematologic 2 Cardiovascular 1
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Taylor & Francis

Taylor & Francis Group

2018, VOL. 14, NO. 12, 1043-1053

EXPERT REVIEW OF CLINICAL IMMUNOLOGY e
https://doi.org/10.1080/1744666X.2018.1538789

REVIEW W) Check for updates

Mortality in systemic lupus erythematosus: causes, predictors and interventions
Vanessa Ocampo-Piraquive?, Ivana Nieto-Aristizabal®, Carlos A. Cafas® and Gabriel J Tobon=*

2GIRAT: Grupo de Investigacion en Reumatologia, Autoinmunidad y Medicina traslacional, Fundacion Valle del Lili and Univesidad Icesi, Cali,
Colombia; "Laboratory of immunology, Fundacion Valle del Lili, Cali, Colombia

ABSTRACT ARTICLE HISTORY
Introduction: Systemic lupus erythematosus (SLE) is a chronic autoimmune disease characterized by organ Received 11 August 2018
damage, flare-remission pattern, and increased mortality when compared with the general population. SLE Accepted 18 October 2018
mortality depends on epidemiological, sociodemographic, genetic, and clinical factors. Mortality causes have
been mainly grouped in disease activity, infections, and cardiovascular complications. Lupus nephritis and
neurcpsychiatric lupus are the main manifestations associated to mortality. Bacterial infection remains an

KEYWORDS
SLE; mortality; standardized
mortality ratio; causes;

important cause of death, and cardiovascular mortality is almost double when compared to age - and sex- predictors; flares; lupus
matched comparisons. Characteristics such as time from onset to diagnosis > 1-year, renal involvement, high nephritis; infections;
SLEDAI and severe organ involvement, may be predictors of mortality. Interventions including steroids, cardiovascular events

immunosuppressants, plasmapheresis, some biologics, and vaccination have shown efficacy in reducing
mortality rates.

Areas covered: In this namrative review the epidemiology, main causes of mortality, potential predic-
tors, and interventions are described.

Expert commentary: Despite early diagnosis and immunosuppressive treatment, SLE mortality remains
high. African-American, Hispanic-American origin, low socioeconomic status and male sex are asso-
ciated with increased mortality. Currently, there is no unique, precise prediction model for mortality;
however, predictors for increased activity such as infections and cardiovascular events, lead to increased
mortality. New prediction models may indicate early interventions in order to improve mortality rates.

- Mortalidad 2.6 veces mayor respecto a
poblacion de su edad y sexo. Supervivencia
94% a 4 anos.

- Mayor en nefritis lupica (HR = 2.98) y NPL
(HR 3.09)

- Mayor en afroamericanos y estos con
mayor SLEDAL.

- En paises desarrollados la causa
cardiovascular es la principal. La infeccion ej
en Brasil.
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¢ Es infeccion o es brote de Lupus?

* Muchas veces es muy dificil de distinguir

* Algunos marcadores como la procalcitonina pueden ser de mucha
utilidad, no asi la VSG y PCR, alta en ambas

Muchas veces Se deben tratar

vienen juntas ambas
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¢ Merece la pena tomar biopsias?

e Egoistamente podria parecer que no: Muchas veces no nos determina el
primer tratamiento porque hay que decidir rapido

* Pero es fundamental posteriormente (ya fuera de UCl): Da un punto de apoyo.
e Siempre buscar: Piel, ORL y datos de neuropatia periférica.

* Mas facil rentable el diagnodstico con rindn, musculo o nervio. Menor

rentabilidad con piel uORL. }
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Bases del tratamiento:

g |nicio inmediato
m  (Con tratamiento inmunosupresor potente

Combinar tratamientos de inicio
rapido con otros potentes de inicio

mas lento ﬂ
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¢Con qué tratar en UCI?

Lo mas rapido
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¢Con qué trataren UCI?

Lo mas potente
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Uso de ciclofosfamida

* Varias pautas de dosis:
* NIH: Dosis mas alta 0.6-0.8 g/m2 mensual.
 Estudio Cyclops: 10-15 mg/Kg cada 3 semanas
* Euro Lupus Nephritis Trial: 500 mg/dosis cada 15 dias.

* En todas se completan 6 ciclos de induccion.

* Mayor o menor dosis segun la indicacion y las

caracteristicas del paciente )
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Uso de ciclofosfamida

* “Mas vale una dosis de mas que de menos”

* Con adecuada premedicacion:

* Ondansetron
e Paracetamol y Polaramine
e MESNA antidoto: Dosis de al menos 60% de la dosis de CFM.

» Sueroterapia: Si tolera 1000 ml antes y 1000 después

* Prevencion posterior con cotrimoxazol hasta su retirada,
sobre todo en vasculitis ANCA, también en lupus.
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Uso de rituximab

» Se pueden usar dos dosis para inducir la remision:

e De artritis reumatoide: 1000 mg dos dosis separadas 15 dias
* De linfoma de células B: 375 mg/m2 semanalmente durante 4 semanas.

* Se puede comprobar su efecto midiendo CD19, CD20. Se pueden
repetir dosis.

* Premedicacion con 100 mg de metilprednisolona y paracetamol.
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Uso de Ig. Iv.

* Dosis habitual de 400 mg / Kg /dia durante 5 dias
(globalmente 2 gramos por Kg).

* De accion bastante rapida, se usan fundamentalmente en:
» Afectacion hematologica del LES
* Neuropatia grave
* Mielitis transversa
* Sindrome hemofagocitico asociado a LES
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Plasmafeéresis en Lupus

W) Check for updates|

* En formas leves ni fun

Received: 29 November 2022 I Revised: 25 January 2023 Accepted: 27 January 2023

DOL 10.1002/jca.22043

* No indicado en nefriti ] WILEY

* Man |fe staciones Guidelines on the Use of Therapeutic Apheresis in Clinical
Practice - Evidence-Based Approach from the Writing

g raves y ref ra Ct a ri as: Committee of the American Society for Apheresis:
The Ninth Special Issue

Laura Connelly-Smith* | Caroline R. Alquist® | Nicole A. Aqui® |

Jan C. Hofmann® | Reinhard Klingel *° | Oluwatoyosi A. Onwuemene’
Christopher J. Patriquin® | Huy P. Pham® | Amber P. Sanchez'® |
Jennifer Schneiderman® | Volker Witt'? | Nicole D. Zantek®® |

Nancy M. Dunbar*

1]I)e:pa.r!rrlen‘t of Medicine, University of Washington Medical Center & Fred Hutchinson Cancer Center, Seattle, Washington, USA
*Hoxworth Blood Center, University of Cincinnati, Cincinnati, Ohio, USA
*Department of Pathology and Laboratory Medicine, Perelman School of Medicine, University of Pennsylvania, Philadelphia, Pennsylvania, USA

“Depar!ment of Laboratory Medicine, University of California San Francisco School of Medicine, San Francisco, California, USA

5Aphf:rf:sis Research Institute, Cologne, Germany
SFirst Department of Internal Medicine, University of Mainz, Mainz, Germany

"Division of Hematology, Department of Medicine, Duke University Medical Center, Durham, North Carolina, USA
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Hemorragia alveolar

Mielitis transversa

Vasculitis

Nefritis [Upica

Lupus neuropsiquiatrico

* Angioedema grave de via aérea
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Bolos de
corticoides,

CFM/RTX y
JENUEIEIGEHE

Bolos de
corticoides y
CFM/RTX
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Department of Rheumatalogy,
Kardinska University Hospital,
Stockholm, jen
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D201, Karolingka University
Hospital, Solna, $-171 76
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voller
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the study.
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Treatment of
cyclophosphd
changes, and

T Jénsdéttir, | Gunna
R F van Vollenhoven

ABSTRACT

Dbjective: To evaluate effic
and predictors of response in|
refractory systemic lupus eryl
with rituximab plus cyclopho
Methods: 16 patients entere
rituximab plus cyclophosphan
assessed by the SLE disease)
by the British lsles Lupus As:
index

Results: At six months foll
decreased significantly from |
{1.1). Clinical improvement (4
occurred in all but three pati
responded according to BILA
SLEDAI <3 was achieved in
analysis of anti-dsDNA antib
decreases of IgG and IgA, b
numbers of CO19+ cells at b
shorter depletion time |r = —
Conclusions: The majority off
rituximab plus cyclophosphan
requiation of anti-DNA of the
isotypes supports the hypoth
pathogenic autoantibodies an
the treatment. The fact that
CD19+ cells at baseline predf
and serological response sug|
dosing could be advantageoy]

Rheumatology 2009;48:892-898
Advance Access publication 28 May 2009

doi:10.1093 /rheumatology kep 124

Is combination rituximab with cyclophosphamide better than
rituximab alone in the treatment of lupus nephritis?

Edmund K. Li', Lai-Shan Tam', Tracy Y. Zhu', Martin Li', Catherine L. Kwok', Tena K. Li',
Ying Ying Leung?, Kong Chiu Wong' and Cheuk Chun Szeto'

Objective. To assess if combination rituximab and cyclophosphamide is more effective than rituximab monotherapy as an induction therapy
for proliferative lupus nephritis.

Methods. A randomized open-label pilot study in which 9 patients received rituximab alone and 10 patients received two doses rituximab +
intravenous cyclophosphamide. The clinical, laboratory and renal histological changes were assessed after 48 weeks of treatment.
Results. At week 48, four patients had a complete response, 11 patients achieved partial response, 2 patients remained the same or stable
and 2 worsened. There were no statistical differences in the proportion of patients with complete or partial response between the two groups.
None of the variables was an independent predictor of response at week 48. Nine patients had significant improvement in activity indices in
renal biopsies, but there were no significant differences between the two groups. Overall, 18 out of 19 patients were found to have effective
B-cell depletion. The median duration of complete B-cell depletion in all patients was 22 weeks. There were no statistically significant
differences in the proportion of patients with complete depletion at weeks 4, 8, 24 and 48 between the two groups except at week 2.
Conclusions. Rituximab monotherapy appears to be effective as induction therapy in lupus nephritis. The addition of cyclophosphamide
offers no additional improvement in clinical, laboratory and renal histological assessment or the duration of B-cell depletion at 48 weeks.
Large-scale studies with longer duration are needed to confirm these findings.

Key worps: Rituximab, Cyclosphamide, Lupus nephritis, Renal biopsies.
patients with respect to the clinical manifestations of renal

discases, the clinical renal response, the proportion of patients
with B-cell depletion and the histological outcome.

Introduction

SLE is an autoimmune discase that is thought to involve
disturbances in T- and B-cell functions with the production of
immune complexes secreted from activated B cells causing inflam-
mation on multiple organs and tissues especially the kidneys. Methods

Ahh(\ﬂﬁ!h the lono_term DLoonocic and u|r\-u-:|-l of natiente with __ P __ _ . L

)] Wolj paprojusoc]
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Evepoering Rheumssatgy Frofbsiantl
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difications or

Plus
nab for the

na Ding,” Sai Kanaparthi,®

5 Susan A. Boackle,”

S.Sam Lim," =) Bradley Marder,”
. Podoll,” Amit Saxena,””

F and Maria Dall'Era'™®

w of rituximab followed by belimumab

recurrent or refractory LN were treated
ly belimumab infusions until week 48
atients were followed up until week 96.
pd were analyzed by flow cytometry.
¥ events in patients with refractory LN.
nts receiving belimumab, compared to
. Lack of improvement in or worsening
both groups, but the percentage of B
If B cells at week 60, 53 cells/ul in the
bl and autoreactive transitional B cells
i total and autoreactive naive B cells
no belimumab RC group (P = 0.03449),
ed censoring of autoreactive B cells.
ab and CYC was safe in patients with
ells during B cell reconstitution, and
t improved with rituximab and CYC in
Il depletion alone in patients with LN.
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Tahla 2. Crilerios clasificatorios del SAF calastrofico,

{ | Scdrome catayfrafico definitive:
+ Evidencia de El}lllprﬂmiﬂﬂ en tres o mas ﬁrga- - ]_ﬂs cuatto .;rj_tgrj,us
nos, sistemas o tejidos*.

1l ] 1 E I fi - LT i
(g Al | ° Oosarollo de las mamfestactones e forma - Los cuatro criterips. excepto por ¢l compromi-
. & M| multanea 0 en menos de una semana.

« Confirmacién histopatoldgica de trombosis de pe- | | 50 de solo du; -flr.ganus__ sistemas o tejidos.
queiios vasos en al menos an Srzano o tejido **. - Los coatro enternos, excepto por la ne confir-

» Confinnacion de la presencia de los anticuerpas macion 3¢5 semanas dospués del ovento de los
antifosfolipidicos (anticoagulante Mipico v/o anti- AAF debido a muerte del paciente 0 a que no

cardiolipina)¥* ¥ habian sido determinados previamente,

En Wit vt cbes Bt Irombod]s vasiukas s confirman rsden- - Critetios 1. 2 v 4
la pruebesda magen, Elcompromiss mnal se delme coma el aumanto . . ? -
an un 5% de b concantracionss srcas de craaliina, hipartension - Cntenos 1, 3 v 4 con el desarmolle de un tercer
grave {=180M X mm Hg) ylo proieinuna {530 mg/2d korae). .
Fara la confamacstn hiiopaiologica, s& debe avldendar mombo. cvente al menos ona semana después del ¢ven-

it de pauaios Yesos ¢ puade ocasionalanle co-sxislit L pre- to PErC MIENOs de un mes después a pesar del

senckad de vascullis.

5i al peciania no ha sido diagnoslcado praviamenta de 54F, &6 : "

rafuiare |a confirmaciian de ba AAF al manoe g genanas dea- ’ Lratamicnlo ﬂ.“tlcﬂ'ﬂgulmtﬁ.
pues del evenlo (no 3on necesaris al monwanio del evenio) de
aouwrdo & los arilerios dasiicalorios de Sappors de SAF

R

Sindlrome carasirafico probable.




/”“ catastrofico: Tratamiento
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e Anticoagulacion i e Bolos
con HBPM y corticoides

luego Sintrom MM e Plasmaféresis

| eRituximab
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Take Home Messages

* En autoinmunes en UCI, especialmente en Lupus, pegar rapido y
pegar fuerte. No suele haber segundas oportunidades.

* Si dudas entre brote e infeccion, trata ambas

e Las decisiones clinicas estan muchas veces basadas en estudios
con bajo nivel de evidencia.

* En los casos mas graves, la ciclofosfamida o el rituximab suelen
ser la respuesta. Los corticoides son necesarios pero nunca
suficientes.

GEAS
L )



MUCHAS GRACIAS
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