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FACTORES PRONOSTICOS
Enfermos > 1990

Respuesta

Tiempo hasta obtener respuesta
Calidad de la respuesta

Numero y gravedad de recidivas



Criterios de valoracidén de respuesta

e Diferentes en las distintas guias
e Influencia del factor tiempo de tratamiento



European consensus statement on the terminology used in the management
of lupus glomerulonephritis.

« RC: Sedimento normal, proteinuria < 200 mg/dia, FG normal o estable £+ 10%
del previo si no normal

 RP: Sedimento normal, proteinuria < 500 mg/dia, FG normal o estable + 10%
del previo si no normal

* Una respuesta sostenida 3-6 meses puede ser interpretada pero no juzgada
como remision si no hay datos de biopsia

e NR: Ausenciade RCodeRP

Gordon C Lupus 2009;18:257-63.



Criterios de respuesta SEN /SEMI 2012

1. Respuesta completa:

1. Filtrado glomerular >60 ml/min/1,73 m2 (o descenso a valores iniciales o
+15% del valor basal en aquellos con filtrado glomerular <60 ml/min/1,73
m?2)

2. Proteinuria <0,5 g/24 h
3. Sedimento inactivo (<5 hematies, < 5 leucocitos, O cilindros hematicos) y
albumina sérica >3 g/d
2. Respuesta parcial:

1. En pacientes con proteinuria basal >3,5 g/24 h, descenso de proteinuria <3,5
g/24 h.

2. En pacientes con proteinuria basal <3,5 g/24 h, reduccion de la proteinuria
>50% en comparacion con la inicial.

3. En ambas situaciones estabilizaciéon (+25%) o mejoria de filtrado glomerular
respecto a valores iniciales

Nefrologia 2012;32(Suppl.1)1-35



Criterios de respuesta

Complete renal response:

proteinuria <0.5 g/d(uPCR) (common) and normal or near-
normal (within 10% of normal GFR if previously abnormal)
GFR(return of sCr to previous baseline)

Partial renal response:

>50% reduction in proteinuria to subnephrotic levels (common)
and normal or near-normal GFR by 6-12 months (Stabilization
(£25%), or improvement of SCr, but not to normal)

Deterioration: A sustained 25% increase in SCr is widely used
but has not been validated.

. EULAR/ERA-EDTA . KDIGO



Numero de respuestas y tiempo
hasta respuesta



Immunosuppressive Therapy in Lupus Nephritis

The Euro-Lupus Nephritis Trial, a Randomized Trial of
Low-Dose Versus High-Dose Intravenous Cyclophosphamide
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Table 1. Renal function at last followup, by treatment group*®

High-dose IV~ Low-dose IV

All patients  CYC group CYC group
Renal function (n = 8)5) (n = 44) (n = 41)
Normal 67 34 33
Permanently 18 (21%) 10 8
impaired
End-stage renal - 3 1
disease
Doubling of serum 8 1 7
creatinine
Impaired renal 6 6 0

function without
doubling of
serum creatinine

* Permanently impaired renal function was defined as a serum creat-
inine value that was repeatedly =1.4 mg/dl. IV CYC = intravenous

cyclophosphamide.



EUROLUPUS: eltiempo hastarespuesta predice el prondéstico a largo plazo.

El Good long-term renal outcome
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http://www.ncbi.nlm.nih.gov/pubmed?term=Houssiau%20FA%5BAuthor%5D&cauthor=true&cauthor_uid=15593207
http://www.ncbi.nlm.nih.gov/pubmed/15593207

Severe lupus nephritis: the predictive value of a 250% reduction in
proteinuria at 6 months
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http://ndt.oxfordjournals.org/search?author1=Stephen+M.+Korbet&sortspec=date&submit=Submit
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Mycophenolate Mofetil versus Cyclophosphamide for
Induction Treatment of Lupus Nephritis
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Calidad de la respuesta



The long-term outcome of 93 patients with proliferative lupus nephritis

(Gabriella Mﬂmni]# Silvana Quaglinizﬁ Beniamina C}allclli]* Giovanni Banﬁ]# Piergiorgio Messa' and
Claudio Ponticelli*
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Renal survival (censuring for nonrenal death) in patients with severe lupus nephritis based

on remission status.
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Predictors of poor renal outcome in patients with
lupus nephritis treated with combined pulses of
cyclophosphamide and methylprednisolone

] CDnés-Hernﬁndez', J Ordi-Ros'*. M Labradm'l, A E.E'.garl';f~ JL Tm'arz, E Balada' and M Vilardell-Tarres'
'Department of Internal Medicine, Vall d’"Hebron Hospitals, Barcelona, Spain; and “Department of Renal Medicine,
Wall d'Hebron Hospitals, Barcelona, Spain
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Problemas

1. Pocos enfermos alcanzan RC antes de 6
meses

2. Las biopsias a los 6 meses suelen mostrar
signos de actividad.

3. Es muy frecuente que el numero de
remisiones aumente con el tiempo mas alla
de la fase de induccion de 6 meses.



Resistencia al tratamiento

1. Frecuencia variable : mayor cuanto menor es el
periodo de tratamiento considerado

2. Criterios de remision completa generalmente claros
pero criterios de RP variables y arbitrarios en cuanto
a significado pronostico .

3. Diferencias étnicas en cuanto al prondstico y/o
respuesta a determinados farmacos.



Guias SEN/SEMI
Criterios de resistencia

La resistencia al tratamiento se define como la
ausencia de respuesta total o parcial de la afeccion
renal tras haber completado la fase de induccion...

A pesar de |la aparente sencillez en la definicion:

para considerar que un enfermo es resistente

e No acuerdo sobre tiempo de tratamiento minimo
necesario

e Dosis de farmacos acumulada ( si alguna)



K-DIGO 2012

Cambiar esquema de tratamiento si los datos
bioquimicos ( creatinina, proteinuria) empeoran
durante los tres primeros meses.

Si no empeoran y en la biopsia se aprecian signos de
actividad, recurrir al esquema de induccion

alternativo ( ¢ Cuanto tiempo ?) fﬂiﬂ'\g (dg)s’is maxima

Si fallan los dos tratamientos de induccion: CNI, IgS o
rituximab .

Recomendaciones: es necesario definir un criterio
de no respuesta que sea unanimemente aceptado.



CRITERIOS DE RESISTENCIA

Current treatment of lupus nephritis Houssiau FA, Ginzler EM. Lupus
2008;17: 426-30.

Epidemiology and management of refractory lupus nephritis Pons-Estel et
al Autoimmunity Reviews 10 2011 ; 655-663

e Fallo en tratamiento convencional en inducir
RC o RP alos 3 — 6 meses seria indicacion de
cambio de tratamiento



Criterios de resistencia

e La NL es resistente al tratamiento cuando no es
posible controlar su actividad tras agotar todos los
recursos terapéuticos disponibles, indicados por
orden jerarquico de evidencia.

* Proteinuria por lesiones de glomeruloesclerosis
residual vs persistencia de actividad inmunolégica
no detectable con parametros actuales.



Escenarios de NO respuesta

e Agudo:
* IRA grave

* Dependencia de HD
* IRRP

e Subagudo

* Falta de respuesta durante los
primeros meses tras el inicio del
tratamiento.

e Crobnico
e Progresion a ERC tras uno o varios
brotes y respuestas no completas.



Objetivos a considerar:

1. Reducir tiempo hasta remision

2. Aumentar el numero de remisiones
vy mejorar la calidad de las mismas

3. No aumentar o reducir toxicidad

MODIFICAR LA INMUNOSUPRESION EN PRIMEROS 6 MESES
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Opciones de tratamiento

Cambio de tratamiento MMF — CFM / CFM — MMF ( 6 meses)
Altas dosis de CFM

Dosis muy altas de CFM asociadas o noa TPH

Tratamientos combinados MMF + CNI + esteroides
Inmunoglobulinas IV a altas dosis

Plasmaféresis / inmunoadsorcidn

Rituximab/Ocrelizumab

Leflunomida, teriflunomida.

Belimumab

Abatacept

. Anti TNF alfa
. Anti TWEAK
. Anti IFN: rontalizumab , sifalimumab

Inh proteasoma: bortezomib/carfilzomib/delanzomib...



Dosis de ciclofosfamida



Long-term outcome of diffuse proliferative lupus glomerulonephritis

treated with cyclophosphamide.

Table 3  Predictors of Complete Response to CYC Treatment
Univariate Multivariate

Covariates RR [95% CI] P value RR [95% CI] P value
Female 1.45 [0.61-3.45] 41 1.68[0.51-5.60] 40
Age at renal biopsy, per year 0.997[0.97-1.02] .83 1.03[0.99-1.06] .19
SLE duration, per month 0.997[0.99-1.00] .26 1.00[0.99-1.01] .85
Histologic activity score, per point 0.992[0.92-1.07] .84 1.04[0.94-1.15] 47
Histologic chronicity score, per point 0.81 [0.69-0.95] .009 0.67[0.53-0.86] .001
Positive anti-dsDNA 2.19 [0.91-5.28] .08 2.01[0.65-6.29] .23
Depressed C3 level 1.76 [0.68-4.55] .24 3.58[0.86-14.8] .08
Proteinuria, per gm/day 0.91 [0.84-0.98] .01 0.98[0.88-1.00] .65
Nephrotic syndrome 0.52 [0.28-0.99] .05 0.95[0.35-2.57] 91
Hypertension (BP =140/90 mm Hg) 0.42 [0.23-0.76] .004 0.54[0.24-1.23] 14
Serum creatinine, per wmol/L 0.99 [0.98-0.996] .002 0.99[0.98-1.00] .10
Creatinine clearance, per mL/min 1.01 [1.00-1.02] .01 0.99[0.98-1.01] .48
Serum albumin, per gm/L 1.04 [0.99-1.08] 12 1.03[0.94-1.11] .56
Oral CYC vs. IV pulse CYC 2.25 [1.27-3.98] .006 1.39[0.60-3.21] A
Cumulative doses of CYC (per 100 mg/kg) 1.73 [1.30-2.30] <.001 2.17[1.43-3.31] <.001
Cumulative prednisolone dose in 4 months (per 10 mg/kg) 0.96 [0.81-1.14] .62 0.84[0.67-1.06] .15

Mok CC et al Am J Med. 2006 119:355.e25-33.



Table 2 Treatment Response at the Last Dose of CYC

Oral CYC IV pulse CYC  All

n = 103 n = 109 n= 212
Complete response 71 (69%) 55 (50%) 126 (59%)
Partial response 25 (24%) 31 (28%) 56 (26%)
Nonresponse 7 (7%) 23 (21%) 30 (14%)

H sfravenous; CYC = cyclophosphamide.
by chi-squared (2 X 3 table).



Oral CYC
vV CYC

Probability of not having an event

109

Log rank test: p=0.13

W
12 24 36 48 60 72 84 96 108

Time (months )

MNa. remaining

103
109

101 96 93 84 75 68 61 44 41
106 100 90 74 62 48 a8 32 26

Mok CC et al Am J Med. 2006 119:355.e25-33




Table 1  Clinical Characteristics and Renal Parameters of Our Patients with Diffuse Proliferative Lupus Nephritis Treated with CYC

Oral CYC IV CYC All
(n = 103) (n = 109) (n = 212)
Mean * SD; Number (%)
Age at time of renal biopsy, years 30.3 = 11.2 31.4 = 10.7 30.9 = 10.9
Female 89 (86) 99 (91) 188 (89)
SLE duration at time of nephritis, months 34.1 = 45 39.2 = 63 36.7 = 55
Length of follow-up since renal biopsy, months** 134 £ 91 82 * 43 108 = 76
Parameters at renal biopsy
Histologic activity score, range 0-24* 10.4 = 3.8 9.2 + 3.8 9.8 + 3.8
Histologic chronicity score, range 0-12 2.4 = 2.0 2.1 £ 1.7 2.2 = 1.8
Body weight, kg 53.7 = 9.8 56.3 = 10.5 55.0 = 10.2
Serum creatinine, umol/L 105 = 43 112 £ 74 109 = 61
Serum creatinine >106 pmol/L 40 (39) 38 (35) 78 (37)
Creatinine clearance, mL/min 67.9 = 28 65.9 = 32 66.9 = 30
Proteinuria in 24 h, gm 4.70 = 4.0 5.77 = 3.8 5.25 = 3.9
Nephrotic syndrome* 63 (61) 85 (78) 148 (70)
Serum albumin, gm/L 27.3 = 6.0 25.2 = 6.8 26.2 = 6.5
Depressed serum (3 level 93 (90) 98 (90) 191 (90)
Hypertension (BP =140/90 mm Hg) 36 (35) 37 (34) 73 (34)
Positive anti-dsDNA : 97 (89) 187 (88)
Cyclophosphamide treatment
Cumulative dose, gm** 9.07 = 4.3 12.4 = 8.3
Cumulative dose per unit BW, mg/kg** 165 £ 79 233 = 16
Cumulative prednisolone dose in first 4 months, mg/kg 65.3 = 16 67.3 = 16




Table 5 Adverse Effects of CYC with Regard to the Route of Administration

Oral CYC (n = 103) IV CYC (n = 109) P value
Number (%) Number (%)
Infections requiring hospitalization 18 (17) 23 (21) .50
Herpes zoster 20 (19) 17 (16) 46
Minor infections (eg, URT, UT) , 23 (21) .38
Hemorrhagic cystitis 2 (2) 2 (2) 1.00
Transient amenorrhea (=2 months)* 33/89 (37) 20/99 (20) .01
Ovarian failure® 25/89 (28) 13/99 (13) .01
Nausea, vomiting 7(7) 20 (18) .01
Leukopenia (WBC <2.0 X 10%/L) 5 (5) .69
Mucositis 3(3) 0 (0) .23
Alopecia 32 (31) 25 (23) .18
Malignancy
Cervical cancer 4 (4) 4 (4) 1.00
Vulval cancer 1(1) 0 (0) .98
Bladder cancer 0 (0) 1(1) 1.00
Table 6 Multivariate Predictors of Permanent Amenorrhea after CYC Treatment
Clinical predictors RR [95% CI] P value
Age, per year 1.07 [1.03-1.11] .001
SLE duration, per month 1.00 [0.996-1.01] 52
Oral vs. IV pulse CYC 1.78 [0.69-4.57] .23
Cumulative dose of CYC/BW, per 100 mg/kg 1.48 [1.09-1.99] .01
Cumulative prednisolone dose in 4 months (per 10 mg/kg) 1.15 [0.89-1.50] .28
Maintenance immunosuppression =3 years 0.47 [0.18-1.22] 12



CICLOFOSFAMIDA

* Dosis maxima por ciclo

 Tiempo total en funcion de dosis maxima
acumulada en funcion de edad vy riesgo de
toxicidad.



Esqguemas de induccion
‘ampliados’

Induccion estandar asociada a :

TACROLIMUS
Anti CD 20
BELIMUMAB
ABATACEPT



Efficacy and safety of multi-target therapy using a combination of
tacrolimus, mycophenolate mofetil and a steroid in patients with
active lupus nephritis

Estudio retrospectivo

16 enfermos con NL clase IlI-V

Tratamiento con MMF+ esteroides + tacrolimus
*Remision completa 100%
Media 4.6 £ 3.8 meses (1-15).

*RC a los 6 meses, significativamente superior en relacion
a tratamiento con tacrolimus (81% vs. 38%, p = 0.018)

Mod Rheumatol 2013 Oct 21.



Long-term outcomes—mycophenolate mofetil treatment for lupus

nephritis with addition of tacrolimus for resistant cases

Josefina Cortés- Hemandez Maria Teresa Torre% balldo

Miquel Vilardell Tarrés’ and Josep Ordi- Ros’

Table 2. Treatment outcome”

- 2
Alfonso Segarra Medrano®,

Time (months)

6 m 12m 24 m 65 m
N % (95%CI) N % (95%CI) N % (95%CI) N % (95%CI)
Response to therapy
Complete response 13 19 (0-30%) 24 34 (23-47%) 32 46 (34-58%) 36 51 (39-64%)
Partial response 48 69 (56-79%) 31 44 (32-57%) 18 26 (17-39%) 11 16 (9-28%)
Combined response 61 88 (77-94%) 55 T8 (67-87%) 50 72 (61-83%) 47 67 (56=T79%)
Treatment failure” 9 13 (6-23%) 15 21 (12-33%) 20 29 (17-39%) 23 33 (21-44%)
Relapseh 5 7 (3—-18%) 11 16 (8-26%) 16 23 (15-36%) 24 34 (26-49%)
Initiation of tacrolimus® 5(M% 8 (11%) 14 (20%) 17 (24%)
Death 0 0 0 1
A Remission
1,01
8
c 0,81
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Anti CD20



Efficacy and safety of rituximab in patients with active proliferative lupus
nephritis: the Lupus Nephritis Assessment with Rituximab study.

Renal Response Rate (%)
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Efficacy and safety of ocrelizumab in active proliferative lupus nephritis:
results from a randomized, double-blind, phase Il study.

378 enfermos con Nl clases Il y IV MMF } PRED
EUROL

Randomizacion 1:1:1 placebo/ocre 400 / ocre 1000

Eficacia a 48 semanas en 223 enfermos 54,7% 66,7% 66,9%
qgue completaron 32 semanas

P: 0,065 ocre vs placebo . Diferencias en EUROL pero no en MMF

Reduccidén proteinuria >50% 58,7% 70% 68%
Efectos adversos n: 378 27% 35% 22%
Infecciones ( Incidencia) 18,7 28,8 25,1

Mayor incidencia con MMF pero no con EUROL

Arthritis Rheum. 2013 Sep;65(9):2368-79



http://www.ncbi.nlm.nih.gov/pubmed/23740801
http://www.ncbi.nlm.nih.gov/pubmed/23740801

Belimumab

Effect of belimumab treatment on renal outcomes: results from the phase 3
belimumab clinical trials in patients with SLE
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Lupus (2008) 17, 638-644

http:/Aup.sagepub.com

PAPER

Induction treatment of proliferative lupus nephritis
with leflunomide combined with prednisone:
a prospective multi-centre observational study

HY Wang!, TG Cui', FF Hou?, ZH Ni’, XM Chen*, FM Lu’, FF Xu®, XQ Yu’, FS Zhang®, XZ Zhao?, MH Zhao'!, GB
Wang?, JQ Qian’, GY Cai*, TY Zhu’, YH Wang®, ZP Jiang’, YN Li®, CL Mei” and WZ Zou!
On behalf of the China Leflunomide Lupus Nephritis Study Group

Table 2 Efficacy of leflunomide and cyclophosphamide
treatment

LEF group  CYC group
(N=70) (N =40)

Difference between

n Yo n Vo groups v (95% CI)
Complete remission 15 21 7 18 3 (=31 to 39)
Partial remission 36 52 22 55 -3 (23 to 34)

Treatment failure 19 27 11 27 0 (=33 to 34)



ABATACEPT

Efficacy and safety of abatacept in lupus nephritis: a twelve-month,
randomized, double-blind study.

Estudio fase II/lll, multicéntrico, doble ciego

12 meses

298 enfermos con NL tipo IlI/IV tratados con MMF + esteroides
+

Placebo/ Abatacept 10 mg/Kg / Abatacept 30 mg/Kg

Mejor evolucién de parametros inmunoldgicos
No diferencias en cuanto n® o tiempo aremision completa
Mayor reduccidn en proteinuria en enfermos con proteinuria nefrotica

Furie R Arthritis Rheumatol. 2014 ; 66 :379-89.



ATLAS: ANTI TWEAK

N i u . Jic
EudraCT Number: 2011-002155-32 Sponsor Protocol Number: Start Date : 2017-03-30
211LE201

Sponsor Name: Biogen Idec Research Limited

Full Title: A Multicenter, Randomized, Double-Blind, Placebo-Controlled Study to Evaluate the Efficacy, Safety,
and Tolerability of BIIB023 in Subjects With Lupus Nephritis

Medical condition: Lupus Nephritis

Disease: Version SOC Term Classification Term Level
Code
16.1 10038359 - Renal and urinary 10025140 Lupus PT
disorders nephritis
Population Age: Adults, Elderly Gender: Male, Female

Trial protocol: FT (Prematurely Ended) BE (Prematurely Ended) DE (Prematurely Ended) ES (Prematurely Ended) HU

Trial results: (No results available)



Long term complete remission of severe nephrotic syndrome secondary to diffuse global

(IV-G) lupus nephritis following autologous, haematopoietic peripheral stem (CD34) cell
transplantation
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TRASPLANTE AUTOLOGO DE PROGENITORES HEMATOPOYETICOS

Table 2. Pretransplantation Disease Manifestations

No. of Patients for Whom Manifestation

Condition No. of Patients Was a Primary Indication for HSCT
Arthralgias 44 0
Cerebritis/myelitis 32 18
Serositis 30 2
Rash 29 770\
Nephritis 25 (10 )
Pulmonary 24
Antiphospholipid syndrome 22 3
Cytopenias 14 2
Raynaud syndrome 12 0
Mucocutaneous 10 4
Vasculitis 9 3
Myositis 4 2
Autoimmune hepatitis 1 0

Abbreviation: HSCT, hematopoietic stem cell transplantation.

Burt JAMA 2006, 295 (5): 527 —535
Nonmyeloablative Hematopoietic Stem Cell Transplantation for Systemic Lupus Erythematous



L
Table 4. Renal Outcome in the Subset of Patients With a History of Pre-HSCT Nephritis
(n =25)

Patients With
Pre-HSCT Nephritis

Pre-HSCT
Creatinine

Clearance, mL/min

Most Recent
Post-HSCT Creatinine
Clearance, mL/min

Current Status*

Receiving dialysis
at enroliment

Acute 24 54 Remission

Acute 22 ESRF from Relapsed
aminoglycosides

Long term Hemodialysis Cadavaric kidney Remission
transplantation

Long term Hemodialysis Sibling kidney Remission
transplantation

Long term Hemodialysis NA Died during cord blood

allogeneic HSCT
for relapsed SLE

Developed ESRF

after HSCT
1 43 ESRF from urate Remission
nephropathy
2 37 ESRF from hypertension  Remission
3 103 Relapsed with Second remission after
hemodialysis dialysis treatment
stopped
4 29 ESRF from intravenous Remission
contrast
Did not develop ESRF
1 44 87 Remission
2 43 106 Relapsed
3 70 110 Remission
4 87 82 Relapsed
5 126 85 Relapsed
(5] 84 89 Remission
7 84 120 Relapsed
8 a3 120 Remission
9 55 75 Remission
10 114 133 Remission
11 42 76 Remission
12 29 55 Remission
13 83 69 Remission
14 117 119 Remission
15 123 Refused to give 24-h Remission
urine
16 55 82 Remission

Abbreviations: ESRF, end-stage renal failure; HSCT, hematopoietic stem cell transplantation; NA, not applicable; SLE,

systemic lupus erythematosus.

*Remission is defined by Responder Index for Lupus Erythematosus criteria, as described in the text.

Mortalidad global: 4%

12/16: 75%



INHIBIDORES DE PROTEASOMA



Evidencia de remision del LES en dos casos de LES asociado a
mieloma multiple, tras tratamiento con bortezomib

Frohlich K, Holle JU, Aries PM et al. Successful use of bortezomib in a
patient with systemic lupus erythematosus and multiple myeloma. Ann
Rheum Dis 2011;70:13445.

Quartuccio Luca Efficacy and tolerability of repeated cycles of a once-weekly
regimen of bortezomib in lupus Rheumatology 2014;53:381 - 382

Pacientes de edad avanzada
No criterios de refractariedad
Dudas sobre efecto de bortezomib en células plasmaticas productoras de antc



REFRACTORY SLE PATIENTS RESPOND TO THE PROTEASOME
INHIBITOR BORTEZOMIB

3 centros
13 pacientes con intolerancia o refractariedad a CFM , MMF y Rtx

7 enfermos con NL

Bortezomib 1,3 mg/m2 + dexametasona20mgdias 1, 4,8,11 4 ciclos

Reduccion titulo anti DNA 90%
Reduccioén de 1gS 30%
Reducccion plasmablastos circulantes

Efectos adversos: neuropatia sensitiva en 3/5 enfermos tratados con 4 ciclos

Hiepe Ann Rheum Dis 2012;71(Suppl 1): A1 —A93



CARACTERISTICAS CLINICAS

n: 12
Edad (afos)

26.5 (24.5-29.75)

Género femenino (%) 100
Sindrome Renal

Lesion renal aguda 11
Sindrome nefrético 1

Variables Bioquimicas

Creatinina (mg/dL) (mediana [IQR])

FG (ml/min/1.73m?) (mediana [IQR])
Proteinuria (g/24h) (mediana [IQR])
Hematuria (%)

Anticuagulante Iupico n (%)

Anti DNA (Ul/L) (mediana [IQR])
Complemento C3 (mg/dL) (mediana [IQR])
Anti Ro U/mL n (%)

Anti La U/mL n (%)

Anticardiolipina (PL/mL) n (%)

4.05 (3.47-5.45)
14.05 (10.35-17.25)
5.95 (4.9-6.6)
100
1(8.3)

411 (272.3-577.5)
61.5 (52.75-65)

2 (16.6)
1(8.3)

2 (16.6)




CARACTERISTICAS CLINICAS

Manifestaciones Extrarenales

Cutanea

Artritis

Pericarditis/Derrame pleural
Trombocitopenia

Anemia hemolitica

SLEDAI

6 (50%)
1(8.3%)
2 (16.6%)
1(8.3%)
1(8.3%)

Mediana (p25-p75)
Clasificacion de la Nefritis Lupica (OMS)

27 (22.5-31.5)

Clase IV n (%) 10 (83.3)
Clase IV/V n (%) 2 (16.6)
Glomerulonefritis Extracapilar n (%) 4 (33.3)
Indice de Actividad/Cronicidad n (%)
0 7 (58.3)
1 0
2 1(8.3)
3 2 (16.6)
4 2 (16.6)




TRATAMIENTO DE INDUCCION

* Ciclofosfamida
(CFM).

e Corticoesteroides.

e Micofenolato
mofetilo (MMEF).

e Rituximab.

Duracion del periodo de induccion

Mediana: 6.5 meses [p25: 5,75-p75: 8]




n:12 CFM (gr) Tiempo (meses) Rituximab (gr)

1 7,8 4 3
2 11,5 5 1
3 9 8 3
4 10 6 4
5 11 7 2
6 13 8 4
7 10 9 4
8 8 5 2
9 11 6 2
10 10,4 6 2
11 11,8 7 2
12 16 12 4

Dosis acumulada CFM 10,7 gr [p25:9,75-p75: 11,57 ]
Dosis minima de CFM 8gr.
Tiempo hasta el inicio de BTZ: 3.5m p25:2,75 —p75:3,25



EFECTOS ADVERSOS DE LA INDUCCION

Leucopenia

Amenorrea

Hemorragia digestiva alta
Sepsis

Cutanea (Herpes)

TOTAL

n® (%)
6 (50%)
3 (25%)
1(8,3%)
2 (16,6%)
2 (16.6%)

14




AL FINAL DEL PERIODO DE INDUCCION

CARACTERISTICAS CLINICAS E INMUNOLOGICAS

n:12

Creatinina (mg/dL)

Proteinuria (g/24h)

Hematuria (%)

Anti DNA (UI/L)

Complemento C3 (mg/dL)

3.98 (0.7-12)

6.3 (2.8-11,4)

100

344, 75 (135-775)

64,83 (58-89)




Bortezomib/Dexametasona
5-7ciclos

n:4 v
1.3 mg/m?
Dias 1-4-8-11

Profilaxis
Cotrimoxazol
Aciclovir

n:8 sc
1mg/m?
Semanal
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Proteinuria g/24h
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ANTI-DNA UI/L
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Creatinina mg/dL
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Proteinuria g/24h
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Complemento ¢3 mg/dL

100

S0

S0

70

G0

a0

40

T
*
p <0.066 m —
r . 1
5 [ L 12
o 8 L . ) Q
a2 p <0.001
T | T T T T T T T
Bas=sal am pre bortez C31m C33m C3 Bm C39m C312m LFLI




SLEDAI
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CONCLUSIONES

1. Esquemas de induccion actuales no
consiguen remision en un 20% de los
enfermos

2. El aumento sistematico en la intensidad o
tipo de IS como ampliacion de los protocolos

estandar :

1. No aumenta el numero de remisiones ni acorta el
periodo hasta remision.

2. Cuestionable que deba ser utilizado en enfermos que
remiten en los 6 primeros meses



CONCLUSIONES

1. Necesidad de datos para prever mala evolucion:
1. Neurofilinal?
2. NGAL?

2. Saber ( patogenia) xg hay enfermos que no respondeny
recidivan con frecuencia

3. Inhibicion de proteasoma es una estrategia a tener en cuenta
en casos concretos de no respuesta a induccion habitual,
pero tiene elevada toxicidad potencial y desconocemos sus
efectos a largo plazo

1. Indicaciones ?
2. Efectos alargo plazo ?
3. Inicio-dosis —duracion ?
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