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Review Article open Access

Targeted Therapies in Systemic Lupus Erythematosus: A State-of-the-Art
Review

Yashaar Chaichian and Tammy O. Utset”
Section of Rheumatlology. University of Chicago, Chicago, IL 60637, USA
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Qué bioldgicos estan indicados en LE RS EEEEHCRSEERA
BELIMUMAB (> BLyS)

No worsening PGA
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Belimumab
Tabalumab
M Blisibimod

€
SOC +BLM 10 mg/kg IV BLM 57.6% g i | i

0,2,4w = /mo 52w placebo 43.6%

SOC + BLM 10 mg/kg IV BLM 43.2%
0,2,4w = /mo 76w placebo 33.8%

NEN\A s

Tabla 3. Perfil general del paciente con LES candidato a tratamiento con belimumab

Pacientes “BLISS”:
]
o“Activos”: SLEDAI > 67 10? BEZEZ > 18 aflos

° S ero p 0S It | VOS: A N = Perfil inmunologico ANéj >1:80 y/o anti-DNAn >30 TU/mL :

BLISS-52 865

BLISS-76 | 826

) , en dos ocasiones previas
UIAS DE PRACTICA CLINICA .. .
C b . CeteoAD EaPAROLA ot WeDICEs MrERe - al menos un marcador positivo al tratamiento
( aJ O) especial atencion si ademas hipocomplementemia

V' O ecomendaciones sobre el uso de beli) ab
® C utaneo-articu I a i et e Nivel de actividad Puntuacién minima SELENA-SLEDAI de 6

PS N orena I) no S N C Tratamiento No I‘iespuesra a tratamiento estandar

Necesidad diaria de corticoides 7.5-15 mg/d y
Antipaludico y
Inmunodepresor oral

Intolerancia a tratamiento estandar
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Qué biologicos estan indicados en LES? GEAS
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R I T U X I M A B (_)| C D 2 0) Efficacy and safety of rituximab therapy for systemic lupus

erythematosus: a systematic review and meta-analysis

1gzhou 310003, China) |

, o )
85% BCDin 80.6% (12w = 12

48m0) = search
611 Qgegf}gf\,y 18Mo Remissionin 460 (58.5%): )
. : arc
; * 116 partial (25.2%)

94.3% refractory or

. o)
relapse with immn- 153 complete (33.3%)

80.2%: reduce in SLEDAI

34.5% PR (37.6% in LN IV) :
37.9% CR (39.6% in LN IV)

220 LN (116 assessing
response)

n/cont

RCT (2) ol

Patients Dose F-up % response

Mo.d-severe AZA/MMEF/MTX + PRED No Qiffs BTX vs placebo
EXPLORER | 169/88 | active extra- + 2x12/15d = rept 6mo 56w | (major clin response,
renal SLE |~ B P BILAG, TTF, Qol)

Class llI/1V MMF 3g/d + PRED+HCQ v No diffs RTX vs placebo

active LN + 2x1g/15d = rept 6mo (CR, PR, C3, C4)
| |

LUNAR 72/72
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Qué biolégicos estan indicados en LES? ctrs I
RITUXIMAB (> CD20): registros

Auditorio - Palacio de Congresos de Zaragoza

31 % Uso de las terapias bioldgicas en las enfermedades autoinmunes sistémicas
35%
32% " .

Lupus, 2013;22(11):1142-8. doi. 10. 11?71."1:1.. 3313503912,
Clinical outcomes and safety of rituximab treatment for patients with systemic lupus erythematosus (SLE) -

F!ubhpnh F'mhA a,hv.ammA FckPrC TonHP L.lnErL ‘.l‘ufasbpnbpn 8, DornPrT ba,hulzp KDﬂBH L~erman Reg |.=.»tr'ofAutmr*|mun»=
5 ([GRAID) Investigators.

CR 46.8% NR 19%
85 PR 34.2% 19.5 infecciones/100
SLEDAI12.2 2 3.3  pt-y (6 graves)




Qué biologicos estan indicados en LES?
RITUXIMAB (> CD20): indicaciones

Casos graves refractarios/intolerancia a tto
convencional = USO FUERA INDICACION

Se aconseja:
Criterios clasificacion (o riesgo vital o claro
proceso autoinmune de base)

eDescartar infeccion
*NO resp adecuada al tto x:
e Faltaresp a SOC (induccién/mant?):
pred >0.5 mg/kg/d >3m o fracaso en 2 T imsmotocicss
2 immn-

Y I nto | e ra N C i a O EA a CO rti CO i d e S/i mmn- Sociedad Espaiiola de Medicina Interna (SEMI)
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Qué biolégicos estan indicados en LES? GERS

RITUXIMAB (> CD20): consensos e

Terapias biologicas en el lupus eritematoso sistémico

Actualmente, el BLM es la danica TB con indicacion aprobada
en LES, aunque se han utilizado fuera de indicacion el rituximab,
tocilizumab, abatacept (ABT) y los inhibidores del TNF-o.

Reumatol Clin. 201 3;9(5):281-296

Reumatologia cinica .

www.reumatologiaclinica.org

Original

Consenso de la Sociedad Espafiola de Reumatologia sobre el uso de terapias
biolégicas en el lupus eritematoso sistémico

Jaime Calvo-Aléna, Lucia Silva-Fernandez?*, Eduardo Ucar-Angulo€, José Maria Pego-Reigosa®,
Alejandro Olivé®, Carmen Martinez-Fernandez®, Victor Martinez-Taboada®, José Luis Marenco"
Estibaliz Loza', Javier Lopez-Longo/, Juan Jests Gémez-Reino¥, Maria Galindo-Izquierdo',
Antonio Fernandez-Nebro™, Maria José Cuadrado™, Maria Angeles Aguirre-Zamorano?®,
Antonio Zea-MendozaP e Iiiigo Rua-Figueroad

»




Clinical and epidemiological research

EXTENDED REPORT partial remission
Prospective observational single-centre cohort study § ! f—"—:l
to evaluate the effectiveness of treating lupus g !
Vo . . . . R I
nephritis with rituximab and mycophenolate mofetil b i
. c r complete
but no oral steroids ‘s 06 J{ TriSEion
Marie B Condon,” Damien Ashby," Ruth J Pepper,' H Terence Cook,™# Jeremy B Lewy, @ rJ
Megan Griffith," Tom D Caims," Liz Lightstone'*> 5 0.4
£
o ¢ s
& :
“up: . n o u . ” & 02 f | o]
Rituxi-lupus”, “steroid-free f Tl
0.0- - e
50 1000 RTX + 500 MPIV  45/50(90%) CR or PR: 12 relapses (65w)
LN I IV  days1 & 15 72% CR 36w 6 systemic flares
orV MMF 18% PR 32w 18% admissions (10% infections)
2 08 - e
5 : class IV
1ﬂ:b e +
> class Ml
S
‘5|2 1I:|Il-1 t.’;ﬁ

time since treatment (weeks)
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u LES cutdneo-articular

ANA+, RO+, DNA+

TTOS PREVIOS:
Cloroguina

Isotretinoina

Azatioprina

Corticoides orales y topicos: 15-30 mg/d
Tacrolimus tépico y oral

Micofenolato mofetilo

Ciclosporina

MIX




BLM 0, 14, 28d =2 mensual




BLM 0, 14, 28d-—>-mensual




Mar'l3

| TTOS:
! Corticoides
MMF

Mepacrina




Abr'l3: RTX




Oct'13: RTX? IGIV?.

Tto activo

Farmaco Dosis (mg) Posologia
MMF 500 2-0-2
RISEDRONATO SEMANAL
DAPSONA 50 1-0-1
ARKOCAPIL 2-0-0
PREDNISONA 17.5/15-0-0

AcCIDO FOLICO 5 1-0-0 miércoles
CALCIO-VD 1-0-0
OMEPRAZOL
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Otros “B-cell-targeted therapies” en LES  _Gias

Target Agent Mechanism of Action Key Clinical Trials (*denotes ongoing or Primary Endpoint Met
upcoming trial)
B cells Rituximab Chimeric monoclonal anti-CD20 antibody Phase Il (EXPLORER) [67]: SLE Mo
Phase Il (LUNAR) [68]: lupus nephritis No
[Phase Il (RING) [69]*: lupus nephritis_|
B cells Belimumab BLyS inhibitor Phase Il (BLISS 52) [70]: SLE Yes
Phase Il (BLISS 76) [71]: SLE Yes (only for 10 mg/kg Belimumab group)

Phase 11l (BLISS.LN) [73]; lUpUS nepnnis
Phase 1I/IV (EMBRACE) [75]": SLE in African

Americans
B cells Atacicept BLyS and APRIL inhibitor Phase 11/l (APRIL-LN) [79]: lupus nephritis Mo (study prematurely terminated)
IPhase /A1 [80] (APRIL SLE)*: SLE |
B cells Abetimus B cell tolerogenic DNA-oligomeric construct [Phase I/l [82]: lupus nephritis Mo
active against anti-dsDNA N
Phase Ill [83]: lupus nephritis Mo
B cells Ocrelizumab Humanized monoclonal anti-CD20 antibody |Phase |ll (BEGIN) [84]: SLE Mo (study prematurely terminated)

Phase Il (BELONG) [85]*: lupus nephritis
B cells Epratuzumab Humanized monoclonal anti-CD22 antibody |Phase Il (EMBLEM) [87]: SLE Yes

Phase Il (EMBODY 1) [88]": SLE

Chaichian and Utset, J Clin Cell Immunol 2013, 56 R:‘tu}(lmﬁb
http-/ /dx doi.org/10.4172/2155-9899 56-009 SB' 08T

Review Article Open Access

Targeted Therapies in Systemic Lupus Erythematosus: A State-of-the-Art inion fadiiacology
Review

Yashaar Chaichian and Tammy O. Utset”
Section of Rheumatlology. University of Chicago, Chicago, IL 60637, USA




“B-cell targeted therapies” en LES C
EPRATUZUMASB (> CD22, Partial depletlo Mt
B-cells, Alt migration) |

Dorner et Moderately Improved clinical and

al, 2006 active 14 biochemically
Reductionin BILAG,
Moderate/sev Cfé)?fgept S
ALLEVIATE Il ere active prowie
Discontinued due to
non-renal . L
interruptionin drug
supply
Moderate/sev 2I2a7cc(—:'?l>)i VS 2O el G e E
EMBLEM b PIacebovs 15w 600 mg improves
ere dif dosing BILAG
EPT)
EI\/IBODYl Moderate/sev 780

fa B A A

48w Recruiting



Otros “B-cell-targeted therapies” en LES

Anti-CD20:
*Ocrelizumab, stopped x IOs

Anti-BLys:
eTabalumab (sc)

*Blisibimod > PEARL-SC (1) , CHABLIS-SC 'Q
1&2 (1ll, 2012) %
<

Atacicept (anti-BLys, anti-APRIL) stopped x
low IGG




T cells

T cells

T cells

T cells
T cells
T cells

T cells

“T-cell targeted therapies” en LES

Abatacept

Rapamycin

MN-acetylcysteine

R788
BG9588
Laquinimod

Paquinimod

T-cell costimulation blockade

Regulation of mitochondrial transmembrane
potential and calcium flow

mTOR inhibitor in T lymphocytes

Spleen tyrosine Kinase inhibitor
Humanized anti-CD40 ligand antibody
Promotes TH2 over TH1 response

Promotes TH2 over TH1 response

Phase Ilb [89]: SLE
Phase 117111 [90]: lupus nephritis

Phase || (ACCESS), Phase Il [91,92]*: lupus
nephritis

Phase | [93]: SLE

Phase Il [34]* SLE

Phase I/ll [95]: SLE

MNone (only murine lupus data) [96,97]
Phase Il [99]: SLE
Phase lla [101]*: SLE

Phase lla [102]* lupus nephritis
Phase Ib [103]: SLE

Reunion
GEAS

17 y 18 de Octubre de 2013
*-Aitorio - Palacio de Congresos de Zaragoza

P

_?/ ~. ™~
MO

Mo (study prematurely terminated)

Preliminary efficacy observed

Preliminary efficacy observed (except for
1.2 g daily N-acetylcysteine group)

Mo (study prematurely terminated)

N/A

B cell maturation, differentiation,
survival, proliferation, autoantibody
production
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EXTENDED REPORT

Lupuzor/P140 peptide in patients with systemic
lupus erythematosus: a randomised, double-blind,
placebo-controlled phase llb clinical trial

OPEN ACCESS

Robert Zimmer,' Hugo R Scherbarth,? Oscar Luis Rillo,® Juan Jesus Gomez-Reino,”
Sylviane Muller®

- Lupuzor 200pg every 4 weeks
Lupuzor 2004g every 2 weeks

[:l Placebo
Clinical SLEIDAI-2K score 2 6

<0.025 — <0.025
84.2

_|
2
CDao/ee

=]
=
|

Self-antigens

g

RESPONDERS (%)

Lupuzor V

MM_.
/ cDz8

week 12 week 24
n= 114 n=

Figure 2 Percentage of patients achieving a clinical response according
to SLEDAI score at weeks 12 and 24 (interim analysis). SLEDAI-2K,
Systemic Lupus Erythematosus Disease Activity Index 2000.

g
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“Anti-cytokine targeted therapies” en LES

17 y 18 de Octubre de 2013
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[FNa kinoid  Sifalimumab
Rontalizumab I AGS003 ;--- ;\

' {,2/ y Monocrte \i

/

PDC —
) \z\
/AN
r 5
Cytokines | Sifalimumab IFN-alpha inhibitor Phase | [104]: SLE Preliminary efficacy observed
Phase Il, Phase lib [105,106]*: SLE
Cytokines |Rontalizumab IFN-alpha inhibitor Phase | [107]: SLE MNIA
Phase |l (ROSE) [108]: SLE Mo
Cytokines | Tocilizumab Humanized monoclonal antibody against Phase | [114] SLE Preliminary efficacy ohsernved
IL-6 receptor
Cytokines |B-N10 Murine anti-IL-10 monoclonal antibody Phase | [115]: SLE Preliminary efficacy observed
Cytokines | Infliximab Chimeric TNF-alpha inhibitor Phase | (two trials) [116,117]: SLE Preliminary efficacy observed
Phase I/l {TRIAL) [121]: SLE Mo (study prematurely terminated)
Cytokines |Etanercept Soluble TMF-receptor fusion protein Phase Il [122]: SLE Mo (study prematurely terminated)

IFNy I— Fontolizumal




Y aun hay mas “targeted therapies” en LE

Anti-Complemento:
eEculizumab (anti-C5)

FcDreceptor |IB

Laguinimod

Inhibidores JAK (Janus kinase): Tofacitinib

Inhibidores SyK (Spleen tyrosine kinase): Fosfamatinib

Anti-TWEAK




ATLAS Study: Anti-TWEAK in Lupus Nephritis Study

Study Advisory Committee: Brad Rovin MD (The Ohio State University), David Jayne MD FRCF (Cambridge Uiniversity, LIK),
Eduardo Mysler MD (OMI, Argentina), David Wofsy MD (UCSF), Nicolas Wisniacki MD PhD (Biogen ldec)

ATLAS

Rationale for targeting TWEAK in lupus nephritis

Fn14 is highly induced on epithelial and
mesenchymal cells in injured and diseased

TWEAK acts on renal cell types:
mesangial, podocytes, vascular and

tissue tubular cells
S
= tyinkinan. chamol ines
1 = matHn metslcorotaineses
T EngmgEE
Leukocyts » ouil prokferation of desss
"M.hi " w Inflammation Tissue pathology

- adhesion molecules - mesangial proliferation

= cyioki = endothelial proliferation
- chemokines = kidney cell death
= MMPs = fibrosis

+ Anti-TWEAK not generally immunosuppressive.
* Fnid not expressed on T or B cels.  Ant-TWEAK & pot
expecied b impakr systemic adapiive Immune responses.
* PotenSal add on to standerd of care withowt Increased risk aof
lvfection.

tubndar and vascular
renal cefls.

Multiple in vivo mouse models have validated targeting of TWEAKFn14 for lupus nephritis

ATLAS Study objectives

Primary Objective

= Assess the efficacy of BIIB023 as an add-on treatment to background therapy compared with placsbo
in combination with background therapy in the treatment of subjects with active biopsy-proven LM.

Secondary Objectives

* Assess the safety and tolerability of BIIB023 compared with placebo.

Exploratory Objectives

= Assess the effect of BIIB023 on the histology of repeat renal biopsies.

= Assess the effect of BIIBO23 on exira-renal SLE disease activity/manifestations.

= Assess the PK and immunogenicity of BIIBO23 in this pafient population.

ATLAS Study — Global study

Multicentre — Multinational study
* 2T Countries
= 150 sites

Summary

= Favorable safety profile makes it well suited for add-on therapy to cumrent agents

BIIB0Z23 potential beneficial effects include reduction of inflammation and unique tissue protective mechanism of action

ATLAS study will assess incremental effect of BIIB023 added to standard of care on renal response rate, renal histology and biomarker readouts.

Study Design

Serparsng up 1o 26 Daye 12-Week Run+a Periad A3-Wesk Daudile-bhnd Peilcd E-Wimak Feilicreup Parod

BIE0ES 20 mgg (D4W)

& MIMF & aral uulll.aetwcd_::r-'l’u.

UPCRE 0 Bal 3 mgg {04V
Fbay i Vs 13 pa {0

Primry £l poinT a1 Wesk G
COTRCCEAE FonelE (=TT | i

POt O § DR WA 1N paril |
oroompleie renal ress e

L ]
R W
Dty 1 B

Prlacebo (4
+ MMF + oral camcosinrads {n=10|
Fiy Sy sebecnn Crtans

O

W ey ataly Pandom Eal o cideie

Primary endpoint: Achievement of complete or partial response

Complete renal responss:

v Unnary profein: crestinire mec (UPCH | <0.5 with =50% reduction of B©°CR from Easelne and estmated eGFR
wifin mormal mange:

Parial rensl MESponse:

*  xE0% reduction in UPCR from Baseine wih one of the foliowing: a) uPCR of <1.0 ¥ the Day 1 (Basefine) was
3.0, orb) WPCR <30 Mihe Day 1 (Bascine) mabta was *3.0; and stabiliralion of reral foncion (EGFR £ 25% of
Day 1 (Baseiine} or senam creadnine within nonmal range].

Study population

Key Study Inclusion Criteria:
* Diagnosis of SLE: At least 4 ACR criteria must be documented, 1 of which must be a positive
anfinuciear anfibody (ANA), anti-Sm, or anti-dsDNA antibody.
= Diagnosis of ISN/RPS 2003 Class 1l or IV LM with either active or activefchronic disease,
confirmed by biopsy within 3 months prior to screening and active LM at scresning. Subjects are
permitted to have co-exisiing Class V. The local histological diagnosis must be confirmed by the
central study pathologist.
= Must have proteinuna at Screening defined as:

= uPCR =1.0 at screening in subjects with biopsy Class 1l or V.

= UPCR =2.0 in subjects with concument/co-existing Class V

Randomization criteria (to enter the Double-blind treatment Period)

* Must have uPCR =0.5 g/day at the end of the Run-In pered (Run-In Wesek 12)

= Subjects with a 230% increase in serum creatinine from Screening (measured by 2 successive
measurements separated by 24 weeks) and with creatinine values cutside nomal range at Run-
in Week 12 will be excluded

* Subjects on oral prednizone =10 mglday {or equivalent) at Day 1 of the Double-blind treatment

Period

Contact information:
Maradith Tohliler

CRnal Tral Managss
Memdlth.Sahille loge nidag_som

Hisolac Wiknisakl MO PhD
Madioal Dirsotor
nipoiae wieniaok

ClinicalTrials.gov Identifier: NCT01499355

Study sponsored by: biogen idec




Son seguros? RTX

Efficacy and safety of rituximab therapy for systemic lupus

erythematosus: a systematic review and meta-analysis

Lan LAN, Fei HAN, Jiang-hua CHEN'*

(Department of Kidney Disease Center, the First Affiliated Hospital, School icine, Zhejiang University, Hangzhou 310003, China)

sschecked Aug. 9, 2012

Table 6 Adverse effects in 111 SLE patients

Adverse effect Number of patients

Severe allergic reaction
Acute infusion reaction
Delayed infusion reaction
Severe sickness
Infection
Urinary tract infection
Respiratory infection
Candidiasis infection
Chickenpox
Bacteremia
Septicemia

Not clear




Diaz-Lagares et al. Arthritis Research & Therapy 2011, 13:R112
http://arthritis-research.com/content/13/4/R112

SOn Seguros?

Rates of, and risk factors for, severe infections in
RTX patients with systemic autoimmune diseases
receiving blologlcal agents off- Iabel

p— 4

Table 2 Rates of all severe infections, a:cordmg tu agent_. nurnber nf courses, and main autoimmune dlseases

Patients  Person-years = Number of infections Rate of infections/ 95% Confidence interval
1,000 person-years

TOTAL 344 465 90.90 66,31 to 12164

RITUXIMAB

- Total 6 32883 1125 79.20 to 155.10
First Course 25217 88.03 to 16980

- Second course 5458 ; 444 10 13237

- Third or subsequent courses ) 2208 22640 7350 to 52850

Table 4 Meta-analysis of adverse events in randomized controlled trials of biological agents in patients with systemic
autoimmune diseases

Disease Patients (n) Total side effects (n) Total infections (n) Severe infections (n)

Placebo Biclogic  Placebo Biologic Placebo Biologic Placebo Biologic

Meijer et al [3] Sjgren sindrome 10 20 4 16 4 11

Dass et al [4] Sidgren sindrome 9 4] 4 a 1

Merrill et al [5] 5LE 88 73 139 15 16

Stone et al [6] ANCA-vasculitis 98 } 33 3 NS NS

Jones et al [7] ANCA-vasculitis 11 M5 NS - .

RITUXIMAB 16 3 110/205 1904256 26/118 477230 257208 31/309
HR 1.55 (1.06-2.26)* HR 0.97 (0.80-1.17) HR 0.87 (0.45-1.48)




ARTHRITIS & RHEUMATISM
Vol. 64, No. 10, October 2012, pp 3364-3373
DOI 10.1002/art. 34564

© 2012, American College of Rheumatology

Son seguros? BLM

Long-Term Safety Profile of Belimumab Plus Standard Therapy
in Patients With Systemic Lupus Erythematosus

Joan T. Merrill," Ellen M. Ginzler,> Daniel J. Wallace,® James D. McKay,4 Jeffrey R. Lisse,
Cynthia Aranow.® Frank R. Wellborne,” Michael Burnette,® John Condemi,’
Z. John Zhong,'® Lilia Pineda,' Jerry Klein,' and William W. Freimuth,'”
on behalf of the LBSL02/99 Study Group
Ovearall AE —— Owerall infaction Senous AE —— SeveraAE

Serious infection —— Discontinuation due to AE —— Malignant neoplasm =—— Mortality

2
o
m
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%
=
[=
[=5}
=
m
=8
=]
Q
—
™
il
=8
E

\\_‘\'—\'—\._

\\\

0-1 1-2 2-3
Years of Belimumab Treatment
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Son seguros? BLM
P168
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years) With Belimumab in Patients With Systemic Lupus Erythematosus | &
Merrill JTL, Furie RA?, Wallace DJ3, Stohl W4, Chatham WW?>, Weinstein A%, McKay
Ginzler EM8, Freimuth WW?, MA Petri0

AE Incidence CAUSES OF DEATH:

(/100 pt-y) easpiration
With Interval interval 2Interval 3nterval £Interval 5 Interval 6Interval 7

Belimumab  (0-1y) (1-2y) (2-3y) (3-4dy) (4-5yv) (5-6y) (6-7y) pneumonia with

Patients, 336 339 274 248 223 208 190
n (pt-y)  (320.1) (299.1) (258.1) (234.2) (215.8) (197.6) (167.0) )

Overall 326 322 260 237 211 191 172 and respiratory

AEs (101.8) (107.7) (100.8) (101.2) (97.8) (96.7) (103.0) EEYINTES

Serious 55 52 49 31 41 32 30 . :

AEs (172)  (174)  (19.0) (132) (1900 (162) L "nfection

Overall 254 237 192 45 126 128 ecardiovascular

s i 4 disease
8 esuicid
infections 4 (3.1) 3 (4.0) (3.0) suiciae
Malignancies®0 2 2 1 °osteomyellt|s with
Mortality 3 1 0 2 . .
respiratory failure

(0.8) (0.4) (1.2)
*B-cell ymphoma

subsequent sepsis

aExcluding nonmelanoma sk cancer; including unspecified lung
malignancy.




SOn ca rOS? Summary of Appraisal Committee's key conclusions

ppraisal title: Belimumab for the treatment of active
autoantibody-positive systemic lupus erythematosus

Key conclusion
Coste anual tto Belimumab is not recommended as add-on therapy in adult patients with active,
autoantibody-positive systemic lupus erythematosus with a high degree of
15.000 € disease activity (for example, positive anti-double-stranded-DNA and low
12.896 € complement) despite standard therapy. www.nice.uk.org

AXXX

BELIMUMAB
Lu pus erltematoso 5|5tem|co

10.000 €

09/11/2012

1.143€651€
293€ 278€ 169€ 53€ 16€ 16€ 10€




Futuro: BIOLOGICO IDEAL
=“|DEAL4ALESMAB”

Adm vo, sc

Dosis Unica, repetible

Alta eficacia en:

Clinica en todos indices (SLEDAI, BILAG, PGA, SRI...)
*Prevencion de brotes (TTF)

ebioldgica (nDNA, C3, C4, RFAs...)

ereduccién dosis corticoides (inmn-)

Eficacia sostenida

Bien tolerado, seguro, sin infecciones

Sin precisar monitorizacion (lgs, CD20...)

Bajo coste

Uso aprobado x FDA, EMEA, AEMS, comités de
hospitales = no precisar papeleo

Produccion espaiola, disefio aragonés




Futuro proximo | The Future

ANTI- RTX;  NEXTEXIT A
TWEAK:2 1 [ !
ANTI-IL6; 2

544 SOC + BLM 200 mg SC/w , ,
BLISS-SC, Il 272 SOC + placebo SRl at 52w Oct'14-Jun’15




ASI| PUES...

Biologicos en LES = “targeted therapies”

EFICACES EN DETERMINADOS ESCENARIOS

VIGILAR APARICION INFECCIONES

SEGUROS A LARGO PLAZO

ATENCION A PROXIMOS ENSAYOS (BLM, RTX, EPRA)




TAKE-HOME MESSAGES

 Hay que poner biologicos a todos los
pacientes con LES, van mejor




TAKE-HOME MESSAGES

e Podemos usar biologicos en pacientes LES en que la
evidencia sea favorable a dichos tratamientos, con bajo
riesgo.

e Algunos biologicos pueden ser utiles en LES refractarios,
segun varios registros internacionales y experiencia de
multiples centros.
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Table 3. Primary ARDs among 34 patients who developed PML —— B
during immunosuppressive therapy for ARD* »

No. taking No. taking
Primary Total no. of biologic synthetic agents
ARD patients agents only

Ok Db L D

SLE 17
RA 10
DM

CV 2
GPA 2
Total 34

Progressive Multifocal Leukoencephalopathy Associated With
Immunosuppressive Therapy in Rheumatic Diseases

Evolving Role of Biologic Therapies
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Eamonn S. Molloy' and Leonard H. Calabrese”

* The primary autoimmune rheumatic disease (ARD) was the disease
for which immunosuppressive agents were primarily prescribed. Eight
patients had a secondary rheumatic disease: Sjégren’s syndrome in 6,
rheumatoid arthritis (RA) in 1, and dermatomyositis (DM) in 1.
PML = progressive multifocal leukoencephalopathy; SLE = systemic
lupus erythematosus; CV = cryoglobulinemic vasculitis; GPA =
granulomatosis with polyangiitis (Wegener’s).




