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Efectos adaverosos
CICLOFOSFAMIDA
(dosis dependiente)

e Mielotoxicidad

* Infecciones

* Amenorrea

e Toxicidad Vesical

* Neoplasias



EVOLUCION EN EL TRATAMIENTO DE LAS VASCULITIS

1979.- FAUCI: Ciclofosfamida (CFF).
1982.- HOFFMAN: Metotrexate (MTX).
1996.- STEGEMAN: Cotrimoxazol.
1997.- GUILLEVIN: CFF via i.v. versus via oral.
2000.- JAYNE: Gammaglobulinas i.v.
2003.- CYCAZAREM: CFF vs azatioprina (AZA) en mantenimiento.
2005.- NORAM: CFF + GCC vs AZA + GCC (inducciéon/mantenimiento)
2008.- PAGNOUX: AZA vs MTX en mantenimiento.
2009.- IMPROVE: Micofenolato (MFMF) vs AZA

2010.- RAVE y RITUXIVAS: Rituximab (RTX) vs CFF en induccidn.



EULAR recommendations for conducting clinical
studies and/or clinical trials in systemic
vasculitis: focus on anti-neutrophil cytoplasm
antibody-associated vasculitis

Bemhard Hellmich, Oliver Flossmann, Wolfgang L Gross, et al.

Ann Rheum s 2007 66: 605617 onginally published online December 14, 2006
doi: 10.1136/ard.2006.062711

EULAR recommendations for the management of
primary small and medium vessel vasculitis

C Mukhtyar," L Guillevin,” M C Cid,* B Dasgupta,® K de Groot,” W Gross,” T Hauser,’
B Hellmich,? D Jayne,® C G M Kallenberg,'” P A Merkel,"" H Raspe,® C Salvarani,™
D G | Scott,”™ C Stegeman,' R Watts," K Westman,”™ J Witter,'® H Yazici,"’

R Lugmani,’ for the European Vasculitis Study Group

Ann Rheun s 20009,68:310-317. doi10.1136/ard. 2008 068096




TRATAMIENTO DE INDUCCION

-EUVAS Grading of Disease Severity and First-Line Treatment Options for Induction Therapy

Disease Consti Threatened
Classification Sym Renal Function Organ Function Treatment Options for Induction

Limited No Serum creatinine < 120 pmol/L Corticosteroids OR methotrexate OR
(1.4 mg/dL) azathioprine

Early, generalized Yes Serum creatinine < 120 pmol/L Cyclophosphamide + corticosteroids or
(1 demeardd) . -1
H-4-mpfdi) ds

Active, generalized Yes Serum creatinine < 500 pmol/L Cyclophosphamide + corticosteroids
(5.7 mg/dL)

Severe Yes Serum creatinine > 500 pmo Cyclophosphamide + corticosteroids + plasma
(5.7 mg/dL) exchange

Refractory Yes Any Consider investigational or compassionate use

agents (see text)

Frankel et al. Update in the Diagnosis and Management of Pulmonary Vasculitis. CHEST, 2006



INDUCCION
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Figure 4. Time to first relapse from remission (Kaplan-Meier curve)
in the methotrexate (MTX) and cyclophosphamide (CYC) groups.
Patients who did not achieve remission within the first 12 months are
excluded.




INDUCCION
MICOFENOLATO

ESTUDIOS DE INDUCCION CON MICOFENOLATO

Autores Disefio Ne Dosis  Seguim. Remision Recaida
Pctes (g/dia) (meses) (%) (%)
Joy, 2005 (&) Retrosp. 12 2 6 72 44
Stassen, 20071 Retrosp. 32 2 19 78 59,3
Kazderova, 2008 Retrosp. 34 2 12 ? 15
Hu, 2008* Prosp.(R) 29 2 36 78 ?
{B)RecHidss o enfeProgdad persistEnte 2 18 70 12

(i) Solo en pacientes con contraindicacion de ciclofosfamida
* ANCA anti - MPO

MYCYC clinical trial protocol. European Vasculitis Study Group (EUVAS) Trial



EULAR 2009

6. We recommend a combination of cyclophosphamide (intravenous
or oral) and glucocorticoids for remission induction of generalised
primary small and medium vessel vasculitis (level of evidence 1A for
WG and MPA, grade of recommendation A; level of evidence 1B for
PAN and CSS, grade of recommendation A)

c¢CFF oral o en pulsos i.v. ?

ARTICLE ‘ Annals of Internal Medicine
2008;150:670-680.

Pulse Versus Daily Oral Cyclophosphamide for Induction of Remission
in Antineutrophil Cytoplasmic Antibody—Associated Vasculitis

A Randomized Trial

Kirsten de Groot, MD; Lorralne Harper, MD, PhD; David R.W. Jayne, MD, PhD; Luls Fellpe Flores Suarez, MD, PhD; Gina Gregorinl, MD;
Wolfgang L. Gross, MD; Rashid Lugmanl, MD; Charles D. Pusey, MD, PhD; Niels Rasmussen, MD; Renato A. Sinlco, MD;

Vladimir Tesar, MD, PhD; Philippe Vanhille, MD; Kerstin \Westman, MD, PhD; and Caroline O.S. Savage, MD, PhD, for the EUVAS (European
Wasculitis Study Group)




Pulse Versus Daily Oral Cyclophosphamide for Induction of Remission
in Antineutrophil Cytoplasmic Antibody—Associated Vasculitis

Figure 2. Time to remission (Kaplan-Meier curves) for the
pulse and daily oral cyclophosphamide groups.
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Figure 4. Measures of disease activity for the pulse and daily
oral cyclophosphamide groups.

Figure 5. Cumulative cyclophosphamide dose per person
over time.
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Pulsed CYC dose reductions for renal function and age

EULAR 2009

Creatinine (pumol/litre)

Age, years

<300

300-500

<60
60-70
>10

15 mg/kg/pulse

12.5 mg/kg/pulse
10 mg/kg/pulse

12.5 mg/kg/pulse
10 mg/kg/pulse
1.5 mg/kg/pulse




Pulse Versus Daily Oral Cyclophosphamide for Induction of Remission
in Antineutrophil Cytoplasmic Antibody—Associated Vasculitis

Parameter Baseline 3 Months & Months
Pulse Dally Oral Pulse Group Dally Cral Pulse Group Dally Oral
Group Group Group Group
Total patlents, n 76 73 72 &5 66 &l
Disease s .
Active dlzease 76 73 23 22 5 5
Achieved remission i} 0 49 43 61 55
Censored (In remlisslon), n
Died 0 ] 110) 4(m 3 (o) 7
Lost to follow-up i} 0 100 0 201 101
Withdrew i} 0 207 4(m 5(2) 51
Relapse after Initlal remission, n 0 a 1 1 1 3
Renal outcomes
End-stage renal disease, n 1] 0 1 0 4 U]
Medlan estmated glomerular 32 {15-52) 29 (1848} 45 (28-64) 44 (30-63) 40 (28-60) 50 (37-64)
filtration rate (IQR), mL/min
per 1.72 m*t

Cumulative cyclophosphamide dose
Medlan dose for patients still In 0 0 434 (3.5-11.3) 9.0 (7.65-11.33) 8.18 (6.5-10.00 15.75(11.48-19.6)
study (IQR), g

IQR = interquartile range.

* Mumbers are cumulative over time. Patients who had active disease, achieved remission, died, withdrew, and were lost o follow-up always wotal the number of patients
recruited to the study. Patients with relapse are described separately in the daily oral or pulse group. We censored those patients who did not achieve remission at 9 months
because we had no treatment protocol for those who still had active disease after this time point. One patient achieved remission ar 12 months and 1 had active disease until
|8 months. One hundred thirty-teo patients achieved remission: however, for the primary analysis, only 131 achieved remission. The pulse and daily oral groups did not
differ in remission, relapse, or mortality rates at the end of study.

T Estimated by using the Modification of Diet in Renal Disease Study equation (16).




MANTENIMIENTO

EULAR 2009

10. We recommend remission-maintenance therapy with a
combination of low-dose glucocorticoid therapy and, either
azathioprine, leflunomide or methotrexate (level of evidence 1B for
azathioprine, grade of recommendation A; level of evidence 1B for
leflunomide, grade of recommendation B; level of evidence 2B for
methotrexate, grade of recommendation B)




, , , MANTENIMIENTO
A Randomized Trial of Maintenance Therapy ¢AZA o CEF?

for Vasculitis Associated with Antineutrophil
Cytoplasmic Autoantibodies

CFF (1,5 mg/k/dia v.0.)
(12 meses)
CFF AZA
(2 mg/k/dia v.o. (1,5mg/k/dia)

Hasta remision (6 meses)
(minimo 3 meses)

AZA (2mg/k/dia v.0.)
(12 meses)

€—— Prednisona oral _ >

Jayne et al (CYCAZAREM)N Engl ] Med 2003;349:36-44.



A Randomized Trial of Maintenance Therapy T MANTENIMIENTO
for Vasculitis Associated with Antineutrophil ¢AZA o CFF?

Cytoplasmic Autoantibodies

Jayne et al (CYCAZAREM)N Engl ] Med 2003;349:36-44.
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Months after Study Entry

Mo. at Risk
Azathioprine 76 72 66 66 66 65 65 65
0.6+ Cyclophosophamide 74 68 67 66 67 66 65 66
Pero....
0.0 T T T T 1 ’ ré
; 6 9 12 15 18 =La CFF se empleo por via oral.

Months after Study Entry

=Se trata de un estudio a s6lo 18 meses.



MANTENIMIENTO

¢AZA o CFF?

En otros estudios retrospectivos se comprueba que la tasa de recaidas es
mayor en pacientes sometidos a tratamiento de mantenimiento con
azatioprina que la observada en los tratados con ciclofosfamida cuando la
valoracion se realiza a mas largo plazo.

* especialmente en pacientes ANCA+

L Sanders JSF et al. Azathioprine as compared to cyclophosphamide maintenance
therapy for ANCA-associated vasculitis is associated with increased long-term relapse
risk. Kidney Blood Press Res. 2005,;28:195.

O Slot MC et al. Positive classic antineutrophil cytoplasmic antibody (C-ANCA) titer at
switch to azathioprine therapy associated with relapse in proteinase 3-related vasculiis.
Arthritis Rheum. 2004,;51:269-23.

O Sanders JS et al. Maintenance therapy for vasculitis associated with antineutrophil
cytoplasmic autoantibodies.NEngl JMed. 2003; 349:2072-3.



Azathioprine or Methotrexate Maintenance MANTENIMIENTO
for ANCA-Associated Vasculitis ¢AZA 0 MTX?

Pagnoux Cetal.N EnglJ Med 2008,359:2790-803.




Azathioprine or Methotrexate Maintenance MANTENIMIENTO
for ANCA-Associated Vasculitis ¢AZA 0 MTX?

Table 2. Adverse Events after the Initiation of Assigned Maintenance Therapy.* (Resumida)

All Patients Azathioprine Group Methotrexate Group

Variable (N=126) (N=63) P Value
Venous thrombotic event 3(2) 1.00
Death due to study drug 1(1) 1.00
Any adverse event

Any 64 (51} 0.29

Severe 16 (13) 0.11

Requiring study-drug withdrawal or causing death 19 (15) 0.21

Pagnoux Cetal.N EnglJ Med 2008;359:2790-803.



Azathioprine or Methotrexate Maintenance MANTENIMIENTO

¢AZA o MTX?

for ANCA-Associated Vasculitis

Table 3. Studies Involving Patients with A NCA-Associated Vasculitides Who Received Corticostercids and Cydophosphamide Induction in a Staged-Treatment Strategy.®

Follbw-up from  Relapse-free Survival
Study Patients Maintenance Tharapy Diagnosisi after Diagnosis Relapse Ratef Towxicity
Mao. Diagnosis \

WEGENT 126 Mewly diagnosed systemic Wegener's  AZAvs. MTX for 12 mo 3732143 mo At 18 mo: AZA BB.9% [ At 18 mo: AZA 17.8% | Grade 3/4: ATA 7.9%
(ClinicalTrials. granulomatosis or microscopic vs. MTX 90.5% vs. MTX 13.7% v, MTX 17.4%
gov numiber, polyangiitis with FFS 21
NCTOO349674)

At 36 mo: AZA 64136 | At 36 mo: AZA 50.1% | Requiring drug with-
vs. MTX 69.0% vs. MTX 46.7% drawal: AZA
11. 1% vs, MTX
p N 13.0%
CYCAZAREM® 144 Mewly diagnosed Wegener's granu-  Continued oral CYC 18 moforall pa- At 18 mo: AZA 84.5% | At 18 mo: AZA 15.5% | Grade 1/2: AZA 41%
lomatosis, MiCroscopic pd}l- vs. AZA tients vs. CYVC B6.3% vs, CYiC 13.7% ve, CVC 44%;
angiitis, or renal-limited vascul- \ J grade 3/4: ATA
tis, with mild or moderate renal 11% vs. OYC 109
or other vital-organ imvohrement

WGET®! 180 Mewly diagnosed or relapsing MTX or AZA (when se- 27 mo At 27 mo: MTX or AZA Grade 3/4 or death:
(ClinicalTrials. Wegener's granulomatosis: rum creatinine leval 32.8%vs. MTX or MTX or AZA 57.1%
gov number, limited (52 patients) or severa =2 mgfdl [L77 ymol{ ATZA plus ETN vs. MTX orAZ A
MCTOO005007 (112 patients) with BVAS =39 liter]) alone, or com- 30.6% plus ETH 56.2%

bined with ETNY

Langford et al.® 42 Mewly diagnosed or relapsing MTX for=2yr 1 (range, 1-13) At 16 mo: 16%; at 32 Requiring withdrawal

Wegener's granulomatosis mao induction mo: 523 of maintenance
plus 32 mo drug: 5%
(range, 5-71})
maintenance
Sanders et al.** 136 Mewly diagnosed or relapsing Continued oral CYC ws. Up to Syr for At 18 mio: AFA B9.6%

Wegener's granulnmatcnsis ar
MiCrOSCOpic pnl}lan giitis

AZA (retrospective,
total duration of ther-
apy, 18-24 mo) |

some patients

ws. CYC BE 1%

At Syr AZA 42.3%
ws. CYC 57.4%

Pagnoux C et al.N Engl J Med 2008;359:2790-803.



Elevated relapse rate under oral methotrexate versus leflunomide JULULENYLS L)
for maintenance of remission in Wegener’s granulomatosis éMTX o LFM?

(] Estudio multicéntrico, prospectivo, randomizado de 2 afios de duracion de 54
pacientes en remision (tras induccion con CFF):

v' 26 con LF (30 mg/dia)

v’ 28 con MTX (7,5->20 mg/dia).
J End point: tasa de recaidas

RECAIDAS (N)
COMPLICACIONES (N)

TRATAMIENTO MAYORES MENORES

LEFLUNOMIDA Granul./inf.pulm.(1) Granuloma ENT (3) HTA (2)**.

(26 pacientes) Episcleritis (2) Neuropatia (1)**
Neutropenia (1)**

METOTREXAT Brotes renales (4). Granuloma ENT (3)

0 (28 Hemorrag.pulm.(2). Atritis (1).

pacientes) Granuloma SNC (1)* S".constituci.1)

(*) Obligé a interrumpir el estudio
(**) Retirada del estudio

Metzler C.et al. Rheumatology 2007;46;1087-1091



MANTENIMIENTO
MICOFENOLATO

ESTUDIOS DE MANTENIMIENTO CON MICOFENOLATO *

Autores

Novack ,1999
Langford ,2004
Koukoulaki ,2006

latrou, 2009

Diseno

Prosp.

Retrosp.
Retrosp.

Retrosp.
(*) tras remision en indulz:léleérrr\'%it.)rﬁ &&a' ¢

Ne
Pacts

11
14

51

22

Dosis
(g/dia)

2
2

1

?

14 90 9 (10m)
8 20 60 (14m)
36 82 >
12 100 31,6

2009 (IMPROVE)

Induccion: CYC + CCs durante tres meses.
Mantenimiento:

- AZA: 2 mg/kg/d (12 meses)—2> 1 mg/kg/d (42 meses)
- MFMF: 2 g/dia.



MANTENIMIENTO
MICOFENOLATO vs
AZATIOPRINA

0.25 0.50 0.75

Cumulative Incidence of Relapse

0.00

1.00

Incidencia acumulativa de recaidas

MFMFE no fue superior a AZA .

El porcentaje de recaidas fue superior para MEME.
E | tiempo hasta 12 recaida fue mas corto para
MEME .

Recaidas con af. renal mas frecuentes con MFMF.
No diferencia signif.cativas en efectos adversos

2
Time (years)

— ALA MMF

Hiemstra et al (IMPROVE).
14 International Vasculitis and ANCA Workshop. Lund, 2009.



EULAR 2009: ALTERNATIVAS

Table 7 Alternative remission induction treatments in relapsing, refractory or persistent disease

Drug Dose

Reference

Intravenous immunoglobulin 2 g/kg over 5 days

15-Deoxyspergualin 0.5 mg/'kg/day till white cell count nadir of 3000/ul, then wait until the
white cell count returns to = 4000/ul and repeat the dose for six cycles
Anti-thymocyte globulin 2.5 mg/kg/day for 10 days adjusted according to lymphocyte count: no

anti-thymocyte globulin if <<150/ul, 1.5 mg/kg/day if 150-300/ul, full
dose if =300/ul

Infliximab 3-5 mg/kg/infusion every 1 to 2 months
Mycophenolate mofetil 2 g/day
Rituximab 375 mg/m’ body surface area weekly for 4 weeks

Muso et al, Jayne et
al;?? 78

Burke et al’

Schmitt et af”®

Booth et af’’

Koukoulak ef al,
Stassen ef al™ *

Keogh et al, Keogh et
al, Stasi et al,

Brihaye et al,
Eriksson et al* ™







Change in forearm blood flow ratio (%)

Infliximab Improves Endothelial Dysfunction in
Systemic Vasculitis
A Model of Vascular Inflammation

AD. Booth, MRCP; DEW. Jayne, FRCP; R K. Kharbanda, MRCP; CM. McEniery, PhD;
LS. Mackenznie, MRCP; J. Brown, FRCP; I B. Wilkinson, ME.CP

500 7 (Circulation. 2004;109:1718-1723.)
. - TABLE 2. Effect of Treatment on Disease Activity and
400 1 6 ﬁ‘r’estt;t:rr:i'eer:‘tf Circulating Blochemical Markers
Before Treatment After Treatment

300 A (n=10) (n=10) Significance
BVAS 12+1 0+1 =0.001
CRP, mo/L 40.4+13.8 2.0+05 0.01

200 1 IL-6, pg/mL 10.8--0.8 6.3+09 0.002
TNF-c, po/mL 12.7-4.8 15.0=5.2 0.8

. ANCA level, IU/mL 51+13 23+13 0.1
Creatinine, wmol/L 150+48 126+26 0.6

Values represent mean-+SEM.
0

7.5 15

ACh (ug/min)

Infliximab: 5 mg/kg en la semana 0, 2, 6, y 10

(14 pacientes)




Prospective Study of TNF Blockade with Infliximab in Anti-Neutrophil

Cytoplasmic Antibody-Associated Systemic Vasculitis

A. BOOTH, L.HARPER, T.HAMMAD, P.BACON, M.GRIFFITH, J.LEVY, C. SAVAGE, C PUSEY, D.
JAYNE

32 pacientes (solo 3 [9%] con af. pulmonar)
» Estudio I: 16 pacientes en fase aguda (inicio o recaida).

BVAS>9
» Estudio Il: 16 pac. con enfermedad D —
Time (wk) Nature
Tratamlento concomitante: 6 Death (pulmonary hemorrhage)
. 18 Death (bronchopneumonia)
> PrEdn'+.CFF (EStUd.IO I) . 10 and 30 Bronchopneumonia
» Tratamiento previo (estudio Il)
10 Urnnary tract sepsis
39 Leg abcess
Resu Itadoso 30 Eﬂdﬂl}hthﬂ]_ll]itis
> Remision en 88 %. 39 Skin ulcer/urinary tract infection
s o 37 Diarrheal 1llness
> Recaidas en 18 % 6 B cell lymphoma

» Efectos adversos graves en 38 % 6  Pulmonary embolus
Axallary vem thrombosis

JAm Soc Nephrol 15: 717-721, 2004



Infliximab in patients with systemic vasculitis that is difficult to
treat: poor outcome and significant adverse effects

Shirish R Sangle, Graham R V Hughes, David P D’'Cruz
Ann Rheum Dis 2007 66:564-545. doi: 10.1138/ ard . 2004.04654623

Table 1  Adverse effects/fares after infliximab infusions
Number of Hospital Treatment for flares/
Diagnosis infusions MNew aufcantibodies  Adverse events /flares odmission  adverse reaction Deaths
Wegener's granulomatosis 5 Ml Hearing and vision deterioration Mo CPM+M pred MNo
Wegener's granulomatosis 5 AbA, DMA Hearing loss and lupus-like Mo Prednisolone+CPM No
reaction
Wegener's granulomatosis 3 il Levcopenia and anoemia Mo Blood transfusion No
Churg strauss disease 2 il Brain stem event and lupus-like  Yes M pred HVIG No
reaction
Behcet's disease 5 il Severe lupus-like syndrome and  Yes M pred and MIG No
fare
Behcet's disease 5 AMA, DA Sderitis, nodular vasculitis Mo Prednisolone 80 mg/ Mo
day
Henoch Schonlein purpura 1 Ml Severe lupus-like reaction Yes M pred+IVIG MNo
Relapsing pelychendritis 3 AMA, DMA and lupus  Tired and progressive fracheal Mo Prednisolone 20 mg/ Mo
anticoagulant stenosis day
Adult-onset Still's disease 5 A4, DNA and Severe flare [serum ferritin Yes M pred+IVIG Yes, after
smooth musde =14 000, CRP =300 and ESR & months
110)
ANA, antinudear antibodies; CPM, intravenous cyclophosphamide; CRP, C reactive protein; ESR, erythrocyte sedimentation rate; IVIG, intravenous immunoglobulins; M
pred, intravenous methyl prednisclone.

INTERRUPCION PRECOZ

DEL ESTUDIO




Infliximab efficacy and safety against refractory
systemic necrotising vasculitides: long-term
follow-up of 15 patients awm aneum s 2008:67:1343-1346. doi:10.1136/2rd.2007.083584

L Josselin," A Mahr,' P Cohen,” C Pagnoux,” G Guaydier-Souquiéres,” G Hayem,’
C Job-Deslandre,* F Liferman,” J Pourrat,® L Guillevin'

Table 1 Characteristics of the 15 patients with refractory systemic necrotising vasculitides (SNV)

Infliximah
Sex/age SNV duration BVAS D45 (% infusions Reasons for
Patient (years) Diagnosis [years) Active disease site
] = A 02 — [ 15 |FX-treated patients
. BKIN J
2 M21 MPA 20 Skin l
3 W43 e 3 ROP and scleritis, CNS, Day 45 11 remissions I
ENT 4 responses
4 F/51 WG 4 Uveitis, CNS |
(hry pophysial !
imeobvement), ENT l L
5 Ffa2 WG 16 Lung, CNS . —
B F/63 MC 13 Kidney, skin 5 5“517"'”_5‘1 remissions 10 relapses
1 MG WG 12 Gl tract, lung 1 remission 7 after stopping IFX
i M1 RAAV 091 FMS, skin ol 3 during IFX
g 63 e g » Lung l
10 M43 We 5 W Skin, g ENT [ 4 re-treated with IFX |
1 g WG 2 » Lung, ENT ' '
- W38 . . o ustained rumissiuns* [ 2 remissions
{pachymeningitis) 2 still receiving IFX * :)gustaingd
13 M WE 058 CNS (stroke) 1 remission | { 1 relapsed
14 F/G6 RAAV 058 Skin
15 M31 WG 8 ROP, lung, ENT
*All patients were taking corticosteroids. [ End of fallow- =92 vears
AZA, azathiopring; BVAS, Birmingham Vasculitis Activity Score; CNS, central ne L llow-up (=2 years) |
immunosuppressant; NV, intavenoushy; MC, mixed cryoglobulinaemiz-associated

peripheral nervous system; po, by mouth; RAAV, rheumatoid arthntis-associated vascullis;




 ETANERCEPT Etaner cept plus Standard Therapy
(WGET) for Wegener’s Granulomatosis
egener’ s Granulomatosis Etanercept Trial (WGET) Research Group

N Engl ] Med 2005;352:351-61.

= Estudio prospectivo, controlado y
randomizado.
= 180 pacientes con GW en tratamiento.
estandar (60% con af. Pulmonar)
v' en 89 se afiade ETN
v'  en 91 se anade placebo

0.75-

0.50-

= No se observaron diferencias
v en % de remision
025- , v en % de recaidas
) v'  en efectos adversos
P=039 = Incremento de neoplasias en grupo ETN

(6 pcts)

Cumulative Probability of Sustained Remissien

T T T T T T T T T T T T T T T 1
10 12 14 16 18 20 22 24 26 28 30 3Z 34 36 38 40
Maonths




Prospective study of TNFa blockade with adalimumab in ANCA-associated

systemic vasculitis with renal involvement.
Laurino S, Chaudhry A, Booth A, Conte G, Jayne D. Nephrol Dial Transplant. 2010 Oct;25(10):3307-14.

ADALMIMUMAB/ INDUCCION

U Estudio en fase Il, abierto, prospectivo.
v'14 pacientes con brotes de actividad (iniclal o recaida) vasculitis ANCA+
v Adalimumab 40 mg s.c./2 semanasa X 3 meses + CFM i.v.. + PRD
U Objetivos primarios:
1.- Induccidn de la remislén en las primeras 14 semanas.
2.- Tiempo hasta la induccion.
3.- Seguridad.

1 Concluisones: ningun beneficio.



TRATAMIENTO CON ANTI-TNF EN GW.

Experiencia del HUVR

Motivo TTo . TTo
Manifestaciones . . Anti-TNF Respuesta .
tratamiento previo posterior

Gc
Fiebre/otitis/nddulo pulmonar RC Mtx/Mfn/Cfm
Cfm/Rtx
Pioderma gangrenoso + otitis +
sinsusitis+ polineuropatia + artritis + Gc/Cfm Eta RP
H 41 i . . . Pioderma /Cfm/ Perdido
nddulos pulmonares + deformidad Cp/ Rxm Inf+Mtx RP
nasal + c:ANCA+
. . i , Gc + Cf
fiebre + artralgias + otitis + Nédulos
. . . + Mfm + Gc +Mfn +
M 44 obstruccion nasal + nédulos pulmonares/fiebr Ad NR _
. Rtx Gusperimus
pulmonares bilaterales. e

Fiebre + pansinusitis + otitis media
+estenosis + dacriocistitis+ laringea .
M 74 i Pansinusitis grave  Gc + Cf Eta RP RTX
+ nddulos pulmonares +
microhematuria + C-ANCA+
Gc: glucocorticoides. Cf: ciclofosfamida. Mfm: Micofenolato de mofetilo. Eta: Etanercept. Mtx: metotrexato. Cp: Ciclosporina.
Az: azatioprina. Cch: Colchicina. Ptx: Pentoxifilina. Td: Talidomida. Msz: Mesalazina. Ad: Adalimumab. If: Interferdn. Ig:

Inmunoglobulinas. MfNa: Micofenolato sédico. Lf: Leflunomida. If: Infliximab. Adm
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A Multicenter Survey of Rituximab Therapy for Retractory
Antineutrophil Cytoplasmic Antibody—-Associated Vasculitis

Bones RB. Arthritis Rheum. 2009 Jul;60:2156-68. RITUXIMAB




A Multicenter Survey of Rituximab Therapy tor Refractory
Antineutrophil Cytoplasmic Antibody-Associated Vasculitis

Arthritis Rheum. 2009 Jul;60:2156-68. RITUXIMAB
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A Multicenter Survey of Rituximab Therapy tor Refractory
Antineutrophil Cytoplasmic Antibody—-Associated Vasculitis

Bones RB. Arthritis Rheum. 2009 Jul;60:2156-68. RITUXIMAB
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A Multicenter Survey of Rituximab Therapy for Retractory
Antineutrophil Cytoplasmic Antibody—Associated Vasculitis

Arthritis Rheum. 2009 Jul;60:2156-68. RITUXIMAB
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Rituximab versus Cyclophosphamide in ANCA-Associated

Renal Vasculitis
Jones RB et al. N Engl J Med 2010; 363:211-20.

RITUXIMAB
(RITUXIVAS)




Rituximab versus Cyclophosphamide in ANCA-Associated
Renal Vasculitis

Jones RB et al. N Engl J Med 2010; 363:211-20.
RITUXIMAB
RITUXIVAS
Tiempo hasta la remision* (a 1 afio) ( )

§_ ]
S
14
.§° Remision 25/33 9/11
ﬁg_ mantenida (76 %) (82 %)
g | Remisién no 2 1
%‘:’ mantenida (incomp.) (incomp.)
o

§_ T T T T

0 100 200 300 400
Time (days)
‘ Cyclophosphamide Rituximab

(*) Remision : BVAS=0 (6 meses)




Rituximab versus Cyclophosphamide in ANCA-Associated
Renal Vasculitis

Jones RB et al. N Engl J Med 2010; 363:211-20.

% de pacientes libres de EAG* (a 1 afio)

3,
Ww
351
5
o
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t
8o
o
5
3|
[ T T T T T T T
0 50 100 150 200 250 300 350
Time (days)
s CYC e RTX

RITUXIMAB
(RITUXIVAS)

EAGs 31 (42%) 12(36%)
1,0/pc.ano 1,1 /pac.afio

Infeccién 21 (39%) 7 (21%)
0,66 pac.afio  0,60/pac.afio

Muerte 6 (18%) 2 (18%)

(*) EAG: efecto adverso grave.




Rituximab versus Cyclophosphamide in ANCA-Associated
Renal Vasculitis

Jones RB et al. N Engl J Med 2010; 363:211-20.

€ : (b : T g
Disoase Activity Disease Extent Index Scores
E 12
7 .
=10 - i1
g = . * p<0.000]
ﬁ 0.8 ": 2 -
o0l = .
S 0.6 w 6 T
8 3 .
2 0.4 Z 4 ' \ : L
-
= i %k L
:.':'- [ E 2 -l_
R ® B ]
0 0 : - ;
{i & | 2 Current
; : = Follow up {MMonths)
Months ollow up {Months)
Relnpsing disense [T Partial remission
| Persistent discase
N Full e pssion




‘Ritu};imab versus Cyclophosphamide
for ANCA-Associated Vasculitis

Stone et al. N Engl ] Med 2010;363:221-32. " RITUXIMAB/INDUCCION
RAVE
STUDY : )

SCHEMA
CONVENTIONAL ETUDY
THEFRAPY DEUG
TV Sterpids
1-3 Daily Doses o « # . .
| +* Estudio multicéntrico, randomizado,
| |
Placebo-Rinsimsb IV | Rinortmab TV weekly for 4 controlado con placebo.
weakly for 4 weeks weeks
+ Prednisons/CYC pills + Pradnisona’ Placsho-
for 3-6 months Sl **Valora si RTX es no inferior a CFF
oral para inducir remision.
ATA pills Placebo-ATA pills

For 12-15 Months. For 12-15 Months




‘Ritu};imab versus Cyclophosphamide
for ANCA-Associated Vasculitis

Stone et al. N Engl J Med 2010;363:221-32. RITUXIMAB /lNDUCCléN
(RAVE)

2
99[RTX 375 mg/m |.v]

4 dosis semanales

197
pacientes

1-3 bolos de metil-PRD + Final 52 mes

1mg/kg. 0

98 [CFI\/I 2 mg/dia V.O. ]

6 meses

* PAM 24% / GW 75%.
* Nuevo diagndstico 49% /recaidas 51%




‘Rituximab versus Cyclophosphamide
for ANCA-Associated Vasculitis

Stone et al. N Engl J Med 2010;363:221-32. RITUXlMAB/lNDUCC|6N
(RAVE)

RESULTADOS MUY SEMEJANTES:

0 En porcentaje de remision (ventaja NS
para RTX: 65% vs 55%)

0 En recaidas
0 En efectos adversos
0 En relacidn con subgrupos

4 Afectacion renal (99 pac)
4 Hemorragia alveolar (50 pac)




‘Ritu};imab versus Cyclophosphamide
for ANCA-Associated Vasculitis

Stone et al. N Engl J Med 2010;363:221-32.  RITUXIMAB/INDUCCION
(RAVE)




EULAR, European League Against
Rheumatism
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Localizador web

Originales -

Reumatol Clin, 2006; 2:23-30

Experiencia con rituximab en el tratamiento de pacientes
con lupus eritematoso sistémico
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RITUXIMAB EN ENFERMEDADES AUTOINMUNES

Pacientes HUVR

® Lupus eritematoso sistémico: 62 pacientes. 94 ciclos.
" Miopatia inflamatoria: 20 “ 33 “
" Vasculitis sistémicas: 16 “ 19 “

- Gr. de Wegener. (7/8)

-Churg-Strauss (1/1)

- Enf. de Takayasu. (2/4 + 2 dosis sueltas)

- Crioglobulinemia. (3/3)

- Enf. de Behget. (1/2)

- Urtic. vasculitica . (1/1)
®Otras: Anemia hemolitica VHC (1/2), EMTC (2/4), Lupus cutdneo (1), PTI (1),
SAF (1), SS (1)

[ Total: 106 pacientes/158 ciclos




TRATAMIENTO CON RITUXIMB EN VASCULITIS
Experiencia del HUVR

VASCULITIS | Ne

Enf de Takayasu
Wegener

Urticaria vasculitica
Crioglobulinemia mixta
Behcet

Churg-Strauss

N N = I = N N

Poliart. Microscoépica
Total 16



TRATAMIENTO CON RITUXIMB EN GW.

Experiencia del HUVR

(] Pacientes: 7 (N2 de ciclos: 8)
) Tratamiento:
v Inicial: 1
v" Recaidas/Enf persistente: 6
() Respuesta
v Remisién completa: 1
v Remisién parcial: 3
v No Respuesta: 4
() Efectos adversos: 2
v Neutropenia
v  TEP
J Esquema tratamiento
 RTX 375 mg/Kg/semana x 4
O CFM 10 mg/Kg/15 dias x 2




TRATAMIENTO CON RITUXIMB EN GW.

Experiencia del HUVR
Motlvo
TT R t
mm
obstruccion subglotica grave Gc + Cf
f i I i
H 48 afectacion pu monar/ sistema Ge Ge NR Fallecié
nervioso central
inusitis etmoidal il + Cf +
M 73 SIS CETCIREN M f (6 (E Ge NR Gc indefinidos
bilateral grave y resistente Eta
i + Cf +
H 40 Iespnes cutaneas extensas Gec + Cf Ge NR Eta

(pioderma gangrenoso) Cp

’ = afectacion p.u.lrnonar grave Ge + Cf Ge @ No
(requirié UCI)

fiebre + astenia + artralgias +

Ad/ M
otitis + obstruccion nasal +  Gc + Cf + Ge/ Ad/ Mtx/

M 43 i Gc RP Cotrimoxazol/
nodulos pulmonares Mfm :
. Gusperimus
bilaterales.
Sinusitis maxilar + iritis +
| nuétljlljlos e ilnfiltra(I:kI); EB s lifer ST bl EY
M 45 ulmonares +vasculitis Az + Mtx + Gc Cotrimoxazol/
P Lf + Ad + lfx Cfiv

cutanea + afeccion renal

Gc: glucocorticoides. Cf: ciclofosfamida. Mfm: Micofenolato de mofetilo. Eta: Etanercept. Mtx: metotrexato. Cp:
Ciclosporina. Az: azatioprina. Cch: Colchicina. Ptx: Pentoxifilina. Td: Talidomida. Msz: Mesalazina. Ad: Adalimumab. If:
Interferdn. Ig: Inmunoglobulinas. MfNa: Micofenolato sddico. Lf: Leflunomida. If: Infliximab. RC: remsidn completa. RP:
respuesta parcial. NR: no respuesta.



TRATAMIENTO CON RITUXIMB EN OTRAS VASCULITIS
Experiencia del HUVR




TRATAMIENTO CON RITUXIMB EN OTRAS VASCULITIS

Experiencia del HUVR

TTo
posterior

fiebre+afeccion vascular

extensa grave (mesentérica +

M 25 Arteritis Takayasu » Gc + Cf + Mfm RP Perdida
iliaca + renales + troncos
supraaorticos)
Afeccion vascular extensa
. Gc + Cf + Az + Mfm
H 13 Arteritis Takayasu grave + retraso del +Eta RP Gc
crecimiento por corticoides
Urticaria vasculitica urticaria diseminada +
M 46 . . Gc + Mtx NR Gce
hipocomplementem. artralgias + asma
urpura vasculitica + artralgias

. . . purp . . £ Gc + Interferon +

M 68 Crioglobulinemia VHC + fiebre + neuropatia o RC No
o Ribavirina
periferica

Crioglobulinemia : : Ge + Cf + If + Mtx +

M 47 ) Pdrpura cutanea ulcerada RC No
antiHBs+) Ig

. . . : : Gc + Peglf +

M 61 Crioglobulinemia VHC Pdrpura cutanea ulcerada - RC No
ribavirina

fiebre + artritis + vasculitis
M 15 Churg-Strauss | L ) Gc + Cf + MfNa RC No
cutanea + vasculitis intestinal

Enterobehcet + fiebre + Gc + Cch + Mtx + Ptx Gc
M 44 Behcet . . NR
aftosis + eritema nodoso +Td + Msz + Ad Gc+Td + If

M 53 PAM Sindrome neumorrenal Gc + Cf NR Fallecio



RECAMBIO
PLASMATICO

Jayne DR, et al. Randomized trial of plasma exchange or high dose methyl

prednisolone as adjunctive therapy for severe renal vasculitis. ] Am Soc Nephrol
2007; 18:2180-8. (MEPEX)

= Respuesta de la afectacion renal en pacientes con GW .

v Grupo A: MTP (3 bolos de 1 gr) + trat® con CFF ) )
, Solo analiza la
v’ Grupo B: 7 sesiones de RP + trat2 con CFF. )
) . T afectacion renal
= Mejor respuesta (supervivencia sin didlisis) en gupo B.

= Tasa de fallecimientos semejante.
= Resultados se mantienen al afio de seguimiento.

Klemmer PJ et al.Plasmapheresis therapy for diffuse alveolar hemorrhage in
patients with small-vessel vasculitis. Am J Kidney Dis. 2003;42:1149-53.
= Estudio retrospectivo de 20 ptes con vasculiis-ANCA y hemorragia alveolar.
= Trat2 con RP + MTP (iv) y/o CFF
= Buena evolucidn:
v’ (100 %) para 20 pctes con afectacion pulmonar.
v (50 %) para 14 pctes con afectacion renal.



RECAMBIO
PLASMATICO

Jayne DR, et al. Randomized trial of plasma exchange or high dose methyl
prednisolone as adjunctive therapy for severe renal vasculitis. ] Am Soc Nephrol
2007; 18:2180-8. (MEPEX)
= Respuesta de la afectacion renal en pacientes con GW .
v Grupo A: MTP (3 bolos de 1 gr) + trat® con CFF

Solo analiza la
] ) e e vene s afectacion renal
= Mejor respuesta (supervivencia sin dialisis) en gupo B.

v’ Grupo B: 7 sesiones de RP + trat2 con CFF.

= Tasa de fallecimientos semejante.
= Resultados se mantienen al afio de seguimiento.

Klemmer PJ et al.Plasmaphe] PEXIVAS
patients with small-vessel vg  Randomised trial of plasma exchange and

= Estudio retrospectivo | ST : .
ucocorticoids in ANCA associated vasculitis
= Trat2 con RP + MTP (iy 8

= Buena evolucion: VASCULITIS
v (100 %) para 20 'ASIA RESEARCH
v (50 %) para 14 p i CONSORTIUM
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Original Article

Prolonged treatment of refractory Wegener’s granulomatosis
with 15-deoxyspergualin: an open study in seven patients
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Deoxyspergualin in relapsing and refractory

Wegener's granulomatosis

Am Rheum D 2009:68:1 1251130, doi:10.11364rd. 2008,092429

0 Flossmann,! B Baslund,? A Bruchfeld,® J W Cohen Tervaert,® C Hall,” P Heinzel,®

B Hellmich,® R A Lugmani,” K Nemoto,® V Tesar,® D R W Jayne'



T Agn SoC Mephrod 14 40247, 2003

Deoxispergualina

. ot actor ANCA-
e cnalin 11 Pﬁtlﬂﬂth W ith Rf:tT " y Ounondl abel

(GUSPERIMUS)

Seguimiento | Respuesta Recidiva Recidiva
(meses) (%) % tardia (%)
Birk, 2003 20 6 70 - s
. - Ar ann A0
Scmmltt, 2005 Table 2 Adverse events
No of patients No of patients with
Flossman! 2010 Event (%) severe events (%)
Anaemia g (17.8) 5 ({11.1)
Flossman’ 2010 Leucopaenia 17 (37.8) 17 (37.8)
Thrombocytopaenia 2 (4.4) 11(2.2)
Al infections 15 (77.8) 5 (11.1)
Lower respiratory tract 12 (26.7) 3 (6.7)
Jpper respimtory tract 9 (20) 0
[frinary fract 6 (13.3) 0
Candida 7 (15.6) 0
Injection site pain/pruritus 26 (57.8) 0
Injection site haemorrhage g (17.8) 0
Pain oral cavity'throat 19 (42.2) 0
Dysgeusia g (17.8) 0
Stomatitis/mouth ulcers 9 (20) 0
Abdominal pain & (11.1) 0
Anorexia 8 (17.8) 2(4.4) Bfl'ﬂ Ctory
Diarthoea 18 (40.0) 1(2.2)
Mausea 16 (35.6) 0
Vomiting 10 (22.2) 0 g . e
Fatigue 8 (17.8) 1 22) vaert,® C Hall,’” P Heinzel,
Acne 11 (24.4) 0 Jayne'
Alopecia 11 (24.4) 0
Liver function tests 1(2.2) 0




Pre-Gusperimus

GW diagnosticada en 2006.
Resiste (ineficacia) a:
MTP i.v.
CFF i.v.
MFMF
MTX
Adalimumab
Rituximab

Pos-Gusperimus

Resultado

ESPECIFICO PR3 (Ul/ml) Val. Ref. [0 - 10]

22,5
20,0

[
17,5

5,0 Rango

0,0

l GSP

mar-2009 may-2009 jul-2009

sep-2009 nov-2009 ene-2010 mar-2010  may-2010
Fecha

M Resultados
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Nouraei SAR et al. Results of endoscopic surgery and intralesional
steroid therapy for airway compromise due to tracheobronchial
Wegener’s granulomatosis. Thorax 2008;63:49-52.

Statkute L et al. Autologous non-myeloablative
haematopoietic stem cell transplantation for
refractory systemic vasculitis. Ann Rheum Dis
2008;67:991-7.

VDI
score

PreHSCT Post6 Post12 Post-24 Posﬁ-36

Heslet L el al. Successful pulmonary administration of
activated recombinant factor VI in diffuse alveolar
hemorrhage. Critical Care 2006, Vol 10 N° 6

T rFViia
LJ Tissue Factor
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DE REMISION CICLOFOSFAMIDA GLUCOCORTICOIDES

AZATIOPRINA
METOTREXATO
MICOFENOLATO?

MANTENIMIENTO
CICLOFOSFAMIDA?

EXPERIMENTALES
Infliximab?
Y/O... Adalimumab?

Deoxispergualina?
Belimumab?
Tozilizumab?

Adaptado de Merkel, Jayne, Stone y Specks,

— —

‘;\ " ATS 2010 international Conference



INDUCCION INICIO

DE REMISION GRAVE O GLUCOCORTICOIDES
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”- ~
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l —

AZATIOPRINA
METOTREXATO
MICOFENOLATO?
CICLOFOSFAMIDA?

/
//
MANTENIMIENTO

HEMORRAGIA
ALVEOLAR

EXPERIMENTALES
Infliximab?
Y/O... Adalimumab?

Deoxispergualina?
Belimumab?
Tozilizumab?

/
T e

‘;\ " ATS 2010 international Conference

Adaptado de Merkel, Jayne, Stone y Specks,




Esquema general de tratamiento inmunosupresor
en enfermedades sistemicas.
1.- Fase de Induccion.

ARAN

CFF (Iv): 750 mg.

Deflazacort (vo).: 60 mg/dia.

1.- Fase de Mantenimiento. osis acumulada CFM

9 g en dos ainos

I T T A

(2 arios)




Infecciones

Antibiodticos.

Profilaxis
TBC
Staphyllococcus
Pneumocystis
Herpesvirus
VacunaPneumococica

N\

CICLOFOSFAMIDA

Mielotoxicidad Amenorrea

Fac. estimulante GM Leuprorelina

Eritropoyetina Anticonceptivos.

REDUCCION DE DOSIS

Cistitis

MESNA

Vv
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