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CASO CLINICO

Mujer de 49 aiios, con infeccion cronica por VHC.
Fue tratada con peg INF + RVB, con negativizacion del RNA-VHC a las 12 semanas.

A la semana de la retirada del tratamiento antivirico por plaquetopenia y hepatitis, la
paciente presenta:

- Proteinuria

- Parestesias




CASO CLINICO

-Glomerulonefritis mesangiocapilar
-Mononeuritis multiple
-Inflamacion intestinal (TC)




1. OPCIONES TERAPEUTICAS

' Rheumatology 2007:46:1234-1242




2. SITUACION CLINICA

Figure 1 Therapeutic strategies in patients with hepatitis C virus-associated mixed cryoglobulinemia

HCV, hepatitis C virus; MC, mixed
cryoglobulinemia; RBV, ribavirin;
NHL, non-Hodgkin's lymphoma.
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3. TRATAMIENTO ANTIVIRICO

1. Monoterapia o terapia combinada?

2. INF estandar o pegilado?
3. Dosis y duracion?




3. TRATAMIENTO ANTIVIRICO

1. Monoterapia o terapia combinada?

2. INF estandar o pegilado?
3. Dosis y duracion?

Pegylated interferon-alpha-2a
180 micrograms subcutaneously per week
+
Ribavirin
1000 mg orally per day (body weight < 75 kg.)
1200 mg orally per day (body weight > 75 kg.)

Pegylated interferon-alpha-2b
1.5 micrograms/kg. subcutaneously per week
.|..
Ribavirin
800 mg orally per day (body weight < 65 kg.)
1000 mg orally per day (body weight 65-85 kg.)

1200 mg orally per day (body weight 85-105 kg.)
1400 mg orally per day (body weight > 105 kg.)

DURACION
Genotypes 1 and 4: 48 weeks
Genotypes 2 and 3: 24 weeks




4. TRATAMIENTO DEPLETIVO B
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Contents lists available at ScienceDirect AUTOIMMUNITY
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Autoimmunity Reviews

journal homepage: www.elsevier.com/locate/autrev

Review

Treatment with rituximab in patients with mixed cryoglobulinemia syndrome:
Results of multicenter cohort study and review of the literature
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" Rheumatology Clinic, DPMSC, AOU S. Maria della Misericordia, Udine, Italy

proteinuria - 24-hour mg Serum Creatinine - mg/dl Paresthesias - VAS
10000 . F ——— =
P<.0001 ! * P<0001 o P<0001
6
8000 - - 80
5 r - -
6000 1 . 4l 60
4000 | . | 40
2 |j__|
2000 | - 20
— |t = == e
0 I ok 0 - S —
Month 0 Month 6 Month 0 Month 6 Month 0 Month &

Fig. 1.In 38 patients with cryoglobulinemic nephropathy the 24-hour proteinuria and serum creatinine significantly improved after rituximab treatment; namely, mean values of 24-
hour proteinuria decreased from 2.2 4+ 2.1SD to 0.9 4 1.75D g/24 h, and serum creatinine from 1.8 + 1.15D to 1.4 + 0.85D mg/dl). In 69 patients with sensory peripheral neuropathy
the treatment positively affected the paresthesias (patient’s visual analogical scale from 62 4 255D to 37 4 275D).



Ann Rheum Dis 2008:67:1431-1436.

Rituximab combined with Peg-interferon-ribavirin in
refractory hepatitis C virus-associated
cryoglobulinaemia vasculitis

D Saadoun,” M Resche-Rigon,? D Sene,' L Perard,® A Karras,* P Cacoub'

pegINF + RBV

20
18.7

X
wn
| -
)
©
-
o
Q
n
()]
| S
()]
—
9
o
e
@]
&)

- r 0 r-r-r |
2 3 4 5 6 7 8 9 10 11 12 13 14 15

Months




CASO CLINICO

MANTENIMIENTO: introduccidn de tratamiento antivirico, con
monitorizacion estricta junto con hepatologia

REMISION COMPLETA
!

Clinica Inmunolégica
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Ann Rheum Dis 2008:67:1431-1436.

Rituximab combined with Peg-interferon-ribavirin in
refractory hepatitis C virus-associated
cryoglobulinaemia vasculitis

D Saadoun,” M Resche-Rigon,? D Sene,' L Perard,® A Karras,* P Cacoub'

16 pacientes (11 refractarios, 5 rebrotes)

Edad media = 58 ainos

No respuesta a tratamiento antivirico
combinado (al menos 6 meses)

. B

The therapeutic schedule consisted of the weekly administration of four intravenous infusions
of rituximab at 375mg/m? (on days +1, +8, +15, 22) over a period of one month; this was
followed one month later by an antiviral combination with Peg-IFNa2b (1.5pg/kg/week
subcutaneously) plus ribavirin (600-1,200 mg/day orally) for 12 months.




CASO CLINICO

OPCIONES TERAPEUTICAS

MANTENIMIENTO: introduccion del tratamiento antivirico

¥
REMISION COMPLETA

ULTIMA VISITA (Octubre 2011): remision clinica e inmunologica,
carga viral 5600, transaminasas < 80UI/L. En tratamiento con Peg
INF+RBV (desde diciembre 2010).
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ULTIMOS TRABAJOS

1. Antivirico o antivirico + rituximab?

2. Rituximab en cirréticos?

TRES BLOOD



CLINICAL TRIALS AND OBSERVATIONS BLOOD, 22 JULY 2010 - VOLUME 116, NUMBER 3

Pegylated interferon-a, ribavirin, and rituximab combined therapy of hepatitis C
virus—related mixed cryoglobulinemia: a long-term study

Franco Dammacco, Felicia Anna Tucci,! Gianfranco Lauletta,! Pietro Gatti, Valli De Re,2 Vincenza Conteduca,?
Silvia Sansonno,? Sabino Russi,' Maria Addolorata Mariggio,® Maria Chironna,* and Domenico Sansonno!

Sections of 'Internal Medicine and Clinical Oncology, 3General Pathology and Experimental Oncology, and “Hygiene, Department of Biomedical Sciences and
Human Oncology, University of Bari Medical School, Bari; and 2Clinical and Experimental Pharmacology, Department of Molecular Oncology and Translational
Research, Centro di Riferimento Oncologico Aviano, Pordenone, Italy
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Figure 1. Design of PIRR schedule.
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Pegylated interferon-a, ribavirin, and rituximab combined therapy of hepatitis C
virus—related mixed cryoglobulinemia: a long-term study
Franco Dammacco, Felicia Anna Tucci,! Gianfranco Lauletta,! Pietro Gatti, Valli De Re,2 Vincenza Conteduca,?
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CME article
Rituximab plus Peg-interferon-o/ribavirin compared with Peg-interferon-
o/ribavirin in hepatitis C—related mixed cryoglobulinemia

David Saadoun,’? Mathieu Resche Rigon,® Damien Sene,’ Benjamin Terrier,'-? Alexandre Karras,* Laurent Perard,?
Yoland Schoindre,! Brigitte Coppéré,® Francgois Blanc,® Lucile Musset,” Jean-Charles Piette,! Michele Rosenzwajg,? and
Patrice Cacoub'2

n=93
Study design

This was a prospective cohort study, including consecutive, unselected
HCV-MC patients. All patients received antiviral therapy with Peg-IFN-«
(2a, 180 pg/week, n = 5; or 2b, 1.5 wg/kg per week, n = 88, subcutane-
ously) plus ribavirin (600-1200 mg/day orally) for 48 weeks. For the
38 patients who received the combination of rituximab plus Peg-1FN-o/
ribavirin, the therapeutic schedule consisted of: (1) weekly administration
of 4 intravenous infusions of rituximab at 375 mg/m? (on days 1, 8, 15, and
22; n = 31) or 2 intravenous infusions of rituximab at 1000 mg (on days

[ and 15; n = 7) followed 1 month later by the antiviral combination with
Peg-IFN-a/ribavirin for 48 weeks.
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CME article

Rituximab plus Peg-interferon-o/ribavirin compared with Peg-interferon-
o/ribavirin in hepatitis C—related mixed cryoglobulinemia

David Saadoun,’? Mathieu Resche Rigon,® Damien Sene,’ Benjamin Terrier,'-? Alexandre Karras,* Laurent Perard,?
Yoland Schoindre,! Brigitte Coppéré,® Francgois Blanc,® Lucile Musset,” Jean-Charles Piette,! Michele Rosenzwajg,? and
Patrice Cacoub'2

Table 2. Outcomes of the 93 HCV-MC patients according to the type of treatment

Parameter All MC patients (n = 93) Peg-IFN-a/ribavirin (n = 55) RTX-Peg-IFN-a/ribavirin (n = 38) P
Delay to clinical response, mo 6.8 47 8447 54 =40 .004
Clinical response
CR 68 (73.1) 40 (72.7) 28 (73.7) .98
PR 22 (23.8) 13 (23.6) 9(23.7)
NR 3(3.2) 2 (3.8) 1(2.6)
Relapse 17 (18.8) 10 (18.8) 7(18.9)
Immunologic response
CR 49 (52.7) 24 (43.6) 26 (68.4) .001
PR 35 (37.6) 25 (45.4) 10 (26.3)
NR 8 (8.6) 6 (10.9) 2(5.2)
Relapse 17 (18.3) 10 (18.1) 7(18.4)
Virologic response
SVR 55 (59.1) 33 (60) 22 (57.9) > 999
NR 38 (40.8) 22 (40) 16 (42.1)
Death 5(5.4) 2(3.6) 3(7.9) 70
Cirrhosis 1) — 1(2.6)
Liver carcinoma 3(3.2) 2(3.6) 1(2.6)

Unknown

il i

1(2.6)
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Safety and efficacy of rituximab in patients with hepatitis C virus—related mixed
cryoglobulinemia and severe liver disease

Antonio Petrarca,! Luigi Rigacci,” *Patrizio Caini," Stefano Colagrande,® Paolo Romagnoli,* Francesco Vizzutti,
Umberto Arena,5 Carlo Giannini,’ Monica Monti,’ Paolo Montalto,® Marco Matucci-Cerinic,” Alberto Bosi,® Giacomo Laffi,!
and Anna Linda Zignego'

1Center for Systemic Manifestations of Hepatitis Viruses (MaSVE), Department of Internal Medicine, University of Florence, Florence; 2Haematology Unit, AOU
Careggi, Florence; *Department of Clinical Physiopathology, Section of Radiodiagnostics, 4Department of Anatomy, Histology and Forensic Medicine, and
SDepartment of Internal Medicine, University of Florence, Florence; 8U.O. Gastroenterologia e Endoscopia Digestiva, Ospedale SS Cosma e Damiano, Pescia;

7Department of Biomedicine, Division of Rheumatology AOU Careggi, Florence; and 8Department of Medical and Surgical Critical Care, University of Florence,
Florence, Italy

n=19

Albumin infusion [ Ascites
+++
20 4
B0 4 -
70 9
gl ++
50 4
40 4
30 4 E +
20 «
Baseline EOF-U Pz. 4 Pz. 15

[ ] Baseline
Bl EOT



MENSAJE FINAL

Biological

lherapeutics
for Autoimmune
Diseases




S. TRATAMIENTO ESTRATIFICADO

THE LANCET

Seminar I

The cryoglobulinaemias w

Manuel Ramos-Casals, John H Stone, Maria C Cid, Xavier Bosch



Tratamiento estratificado del sindrome crioglobulinémico asociado a VHC de acuerdo ala gravedad de la

enfermedad
v ' | Vo
Enfermedad leve/moderada Enfermedad Grave Life-threatening

- Parpura,artralgias, astenia gral
- Neuropatia leve
-GN sin fallo renal
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~ Pulsos de corticoides
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