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Classificacion de Brouet de las CG
segun su estructura inmunoquimica

B cell Chronic infections (HCV)
lymphoproliferative B cell lymphoproliferative diseases
diseases Autoimmune diseases
Essential, mixed cryoglobulinaemia
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que precipitan a temperaturas inferiores a 37°C - BN - )

Mixed cryoglobulinaemia

y se redisuelven a la temperatura corporal

Brouet JC, et al. Am J Med. 1974 Nov

Lerner AB, et al. Am J Med Sci 1947 Oct
Roccatello D, et al. Nat Rev Dis Primers. 2018 Aug

Meltzer M, et al. Am J Med 1966
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Immunochemical type 12(10-15%) 11-111°(85-90%)
Skin . s e . . Ny
Purpura 30% 75-90% | La clasificacion inmunogquimica proporciona orientacién tanto
Raynaud’s phenomenon 25-40% 20-30% para el diagnadstico etioldgico, la clinica y el tratamiento
Distal ulcers/necrosis 30-35% 5-15%
Cold-induced symptoms/cold urticaria 90-100% 0-10%
Livedo 10-15% 5_10% Cuando aparecen sintomas hablamos de enfermedad, sindrome
Arthralgia/arthurite 25-30% 50-80% o vasculitis criog'obu'inémica
Neurological involvement
Peripheral neuropathy 30-50% 50-75%
CNS involvement exceedingly rare 5-10%
Renal involvement 15-30% 30-40%
Gastrointestinal involvement exceedingly rare rare
Cardiac involvement exceedingly rare rare
Pulmonary involvement exceedingly rare rare
Type I cryoglobulin Mixed (type 11/111) cryoglobulin
Mechanism |Occlusion of the capillary lumen| |Small—vessel vasculitis+;| Occlusion of the capillary
Vasculitis is uncommon. lumen is less common.
Clinical manifestations Skin necrosis/ distal ischemia +++ Cold-induced symptoms Purpura, arthralgia, glomerulonephritis
Laboratory tests RF activity is rare. RF activity
Hypocomplementemia is inconsistent. C4 consumption
Type of monoclonal Ig IgM >1gG > IgA IgM+++ (Kappa » Lambda)

Desbois AC, et al. Joint Bone Spine. 2019 Nov
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=~ Y MODELO VHC
De::lzmc ;__
1 Se detectan crioglobulinas en ~40 a 60% de los pacientes infectados
por el VHC, pero solo el 5% de los individuos con infecciéon por el
VHC desarrollaron vasculitis crioglobulinémica.

® W i H 1 ini i

T £ . S La gravedad de las manifestaciones clinicas no se correlaciona
8¢ phenotype - e 7 e
/J - \ . consistentemente con la concentracidon sérica de CG, aunque los
1 > <X L pacientes sintomaticos tienen concentraciones mas altas en
o TR Al | @ “ promedio que los pacientes asintomaticos
AN i A El desarrollo de EC depende en gran medida de las propiedades
._‘.:"'.-)- i_.__.{".-_ _ﬁ & ) - o , . /4 . . . .7

,{' ¢ K | : b fisicoquimicas de las Ig (estereotacticas, glicosilacion de cadenas
= o AR e o S® § pesadas, solubilidad y rigidez) variando su propensiéon a formar

fde W oGt — . . . . . . . .

complejos inmunes, precipitar e inducir una respuesta inflamatoria.
4d o . (
po g o A
Endothelial activation ——= Chemotactic peptid —_— fi y response  ——=  Leukocytoclastic vasculitis .:':: Dammacco F, et al. N EnglJ Med. 2013 Sep

Desbois AC, et al. Joint Bone Spine. 2019 Nov
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HCV g.l_'EmSA
] N
. C-type lectin member 18A (CLEC18A) inhibe la replicacion del
o O . 4 VHC en los hepatocitos
vk

e

Z
»
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. x>
CLEC“"*; 7 '\X El VHC mediante la activacion de TLR3/7/8 induce la expresion
SLECIRA RIS de CLEC18A en los hepatocitos.
Rab?'g'?i Qv RC o ¥
ERﬁ 1. CLEC18A interactua con Rab5 y Rab7, interfiriendo con su
unioén al complejo de replicacion del VHC, inhibiendo asi la
replicacion del virus.

2. CLEC18A mejora la expresidon de interferones de tipo I/l
tras la activacion de TLR3, inhibiendo también la

\ replicacion del VHC

Hepatocyte

Liao TL, et al. Microbiol Spectr. 2023 Jun
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HCV-MC development <>. W
' o X
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HCV-associated ICs
(cryoglobulin complexes)

Neutrophil

CLEC18A sobreexpresado suprime la

actividad de los fagocitos

1. CLEC18A inhibe la expresion de receptor
Fc gamma (Fcg R) IIA de una manera
dependiente de Ila dosis mediante la
produccion de especies reactivas de oxigeno
(ROS) para alterar la absorcion de IC.

2. CLEC18A reduce el reclutamiento de
Rab7 en los autofagosomas, retardando asi
la maduracion de los autofagosomas vy
afectando la fusién autofagosoma-lisosoma,
lo que resulta en la destruccion deficiente
de IC

Liao TL, et al. Microbiol Spectr. 2023 Jun
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‘ Efficacy and Safety of Sofosbuvir plus Daclatasvir for
i Treatment of HCV-associated Cryoglobulinemia

- Sovaldi™
| [ofosbuvir) Tablets
‘ [ °
— Vasculitis.
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Respuesta viral sostenida Mejoria de los parametros inmunitarios
en 95-100% de los casos en la mayoria de pacientes

Saadoun D, et al. Gastroenterology. 2017 Jul
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— Estudio Pacientes Respuesta clinica (%) Seguimiento
\‘ [ffé’“)'%;'; (n) FCR CR PR NR (semanas)
\ s I Gragnani, 2016 44 36 41 23 - 24
mm@ Lauletta, 2017 22 - 63,7 22,7 16,6 12
Saadoun, 2017 41 - 92,7 - 7,7 36
Bonacci, 2018 46 - 80 11 9 96
Gragnani, 2018 85 25 60 11,7 3,3 65
Passerini, 2018 35 - 43 22,7 34,3 32
Cacoub, 2019 148 - 72,6 22,6 4,8 61
Pozzato, 2020 67 - 60 - 30 96
Gragnani, 2021 98 - 53 - 47 48
Gragnani, 2022 108 17 13 20 51 137
Fayed, 2022 913 - 87.4 - 12.6 140

FCR, Full complete response; CR, Complete response; PR, Partial response; NR, non response.

Tasas muy variables de no respuesta (3,3-51%) en los diferentes estudios publicados

Gragnani L, et al. Autoimmun Rev. 2022 Jan
Fayed A, et al. Am J Gastroenterol. 2022 Apr
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1006155615011 28 tablets

- Sovaldi™

Oaclatasyir 60 mg 808

[RACL A viEr]

i 2 TalhS 22
¥ %
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N = .

(sofosbuvir) Tablets
400 mg

=

9

VC por VHC en la era de los AAD

Relapse of Hepatitis C Virus Cryoglobulinemic Vasculitis
After Sustained Viral Response After Interferon-Free
Direct-Acting Antivirals

0.5 A
— Relapse
---- Death without relapse
0.4 -
g 0.3 4
=
[\
=]
e
a 0.2 -
0.1 1
0.0 A
T I I 1] ] T
0 12 24 36 48 60
Months from end of treatment
No. atrisk 913 887 686 347 78 26
No. relapse 0 6 107 113 115 115

Cohorte multicéntrica (Egipto, Francia e Italia) que analizd
retrospectivamente 913 pacientes con VC por HCV
tratados con AAD

115 (12,6%) pacientes presentaron recaidas de la VC, la
mayoria de ellas durante el 1er y 20 afio tras los AAD.

Presentaron afectacion cutanea 100%, renal 85,2% y PNP
81,7%.

Los factores de riesgo independientes asociados con la
recaida de VC fueron el sexo masculino, las ulceras
cutaneas, la afectacion renal al inicio y la neuropatia
periférica al final del tratamiento con AAD.

Fayed A, et al. Am J Gastroenterol. 2022 Apr
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VC por VHC en la era de los AAD

Was vasculitis

Fayed A, et al. Am J Gastroenterol. 2022 Apr

Relapse Type and duration of Time elapsed under control
after DAA immunosuppression between DAA by the
| Em— Patient Center Sex Age (mo) Type of relapse until death Cause of death anddeath(mo)  time of death?
\‘ Sovaldi™ 1 Egypt F 54 18 Pulmonary-renal Steroid and plasma CryaVas relapse 22 No
| [ofosbuvir) Tablets
. 5 ol;nga syndrome exchange (7 d)
. | i 2 Egypt F 46 18 Rapidly progressive  Steroid and plasma Pulmanary sepsis due to 19 Yes
e glomerulonephritis  exchange (20 d) Pseudomaonas
aeruginosa
3 Egypt M 29 18 Rapidly progressive  Steroid and plasma Pulmonary sepsis due to 19 Yes
glomerulonephritis  exchange (30 d) Klebsiella pneumoniae
4 Egypt F 31 24 Rapidly progressive  Steroid and plasma Pulmonary sepsis due to 30 Yes
glomerulonephritis  exchange (120 d) P, aeruginosa
5 Egypt F 33 22 Rapidly progressive  Steroid and IV Pulmanary sepsis due to 24 Yes
glomerulonephritis  cyclophosphamide F aeruginosa 1 1 p a Ci e ntes f ueron
(30d)
6 Egypt F 45 27 Rapidly progressive  Steroid and plasma Intraabdominal sepsis 29 Yes eXltu S, sien d O éen 10
glomerulonephritis  exchange (30 d) due to Klebsiella .
cenL de los casos debido a
7 Egypt M 33 25 Rapidly progressive  Steroid and plasma Pulmonary sepsis due to 27 Yes | nfeCC| ones.
glomerulonephritis  exchange (20 d) Acinetobacter spp.
8 Egypt M 43 19 Rapidly progressive  Steroid and plasma Urosepsis due to 20 Yes
glomerulonephritis  exchange (25 d) F aeruginosa and
Escherichia coli
B Egypt M 33 18 Rapidly progressive  Steroid and plasma Pulmanary sepsis due to 19 Yes
glomerulonephritis  exchange F aeruginosa
(18d)
10 Egypt F 39 23 Rapidly progressive  Steroid and IV Pulmonary sepsis due to 25 Yes
glomerulonephritis cyclophosphamide K. pneumoniae
(30d)
11 Egypt F 42 24 Rapidly progressive  Steroid and plasma Pulmanary sepsis due to 26 Yes
glomerulonephritis  exchange (50 d) 2 aerugr’nosa
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VC no relacionada con VHC

Cryoglobulinemia after the era of chronic hepatitis C infection

n=15970

Patients tested for cryoglobulin between 2011 and 2018

A

Patients tested positive for eryoglobulin

n=742

Type 1 eryoglobulin patients excluded

g n=42 (5.7%)

Nb of patients
F-S
o

Patients excluded for lack of mformation on the
underlying aetiology

o n=21(2.8%)

L

=679 (91.5%)

Patients tested positive for mixed cryoglobulin (MC)

4

4

HCV-related MC

n=381 (56.1%)

Non HCV-related MC

n=298 (43.9%)

801

o
<

N
<

B Hcv
3 Non-HCV

0-
2011 2012 2013 2014 2015 2016 2017 2018

Boleto G, et al. Semin Arthritis Rheum. 2020 Aug



XVI REUNION
GEAS 2023

GRUPO DE ENFERMEDADES
AUTOINMUNES SISTEMICAS

VC no relacionada con VHC

Cryoglobulinemia after the era of chronic hepatitis C infection

Population (n = 679) Non-HCV (n = 298) HCV (n=381) P-value
Age, median (IQR) 55(46;66) 55(38;68) 55 (49;65) 0.016
Male gender 308 (45.4) 111(37.2) 197 (51.7) <0.001
Etiologies
HCV 381 (56.1) 381 (100.0)
AUTOIMMUNE 153 (22.5) 153 (51.3)
SLE 86 (12.7) 86 (28.9)
Sjogren’s syndrome 32 (4.7) 32 (10.7)
Mixed connective tissue disease 6(0.9) 6(2.0)
Antiphospholipid syndrome 6(0.9) 6(2.0)
ANCA vasculitides 6(0.9) 6(2.0)
Myositis 4(0.6) 4(1.3)
HEMATOLOGICAL/NEOPLASTIC 42 (6.2) 42 (14.1)
Non-Hodgkin lymphoma 16(24) 16(5.4)
Waldenstrom macroglobulinemia 12(1.8) 12 (4.0)
Chronic lymphocytic leukemia 4(0.6) 4(1.3)
MGUS 3(04) 3(1.0)
Solid neoplasm 3(04) 3(1.0)
INFECTIOUS 32(4.7) 32(10.7)
HIV 13(1.9) 13 (4.4)
Malaria 3(04) 3(1.0)
ESSENTIAL 71(10.5) 71(23.8)
Cryoglobulin levels (mg/L), median (IQR) 148 (82;296) 97 (67;168) 214 (113;376) 0.92
Type of cryoglobulin 0.18
Il 373 (54.9) 155 (52.0) 218(57.2)
Il 306 (45.1) 143 (48.0) 163 (42.8)
Monoclonal Ig (g/L), median (IQR) 7(2.8;8.8) 3(3.0;11.4) 4(2.8;6.9) 0.68
C4level (g/L), median (IQR) 0. 15 (0.07,0.25) 0. 16 (0.06;0.27) 0. 15 (0.08;0.23) 0.06
Rheumatoid factor (Ul/mL), median (IQR) 30.0(6.7;109.1) 20.8 (5.0;97.9) 429 (11.4;112.1) 0.9
Gammaglobulin levels (g/L), median (IQR) 13.9(10.5;18.8) 13 9(10.3;18.8) 13 9(11.0;18.4) 0.48
Cryoglobulinemia vasculitis 139(21.5) 67 (22.8) 72 (204) 0.46

Non HCV-related MC

=298 (43.9%)

Autoimmune
disorders
n=153 (51.3%)

Essential
n=71(23.8%)

Hematological/
neoplastic
n=42 (14.1%)

Infectious

n=32 (10.7%)

Boleto G, et al. Semin Arthritis Rheum. 2020 Aug
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HCV-unrelated cryoglobulinaemic vasculitis:
the results of a prospective observational study by the
Italian Group for the Study of Cryoglobulinaemias (GISC)

Table V. Variables associated with an increased risk of dying during follow-up (Cox model).

Baseline characteristics Total PSS SLE AID LPD ST HBCV ECV Univariate analysis Multivariate analysis
n=175 n=37 n=19 n=19 n=12 n=4 n=15 n=69 p*
HR 95% CI  p-value HR 95% C1  p-value
Females |n (%)] 138 (78.9) 35 (94.6) 19 (1000) 17 (89.5) 8 (66.7) 3(75.0) 10 (66.7) 46 (66.7) 0.002
Age (vears) [median (IQR)| 66 (55-74) 67 (61-73) 46 (37-62) 60 (46-69) 77 (67-78) 75 (70-78) 63 (55-69) 68 (56-74) <0.001 Age (for each additional year) 106 1.03-1.09 <0.001 113 106-120 <0.001
Incident cases [n (%)] ¢ 74 (42.3) 16 (43.2) 3 (15.8) 6 (31.6) 3 (25.0) 4 (100.0) 4 (26.7) 38 (55.1) ().004 Male gender 2.97 1.37-6.45 0.006 345 1.27-9.40 0.015
Purpura [n (%)] 121 (69.1) 29 (784) 7 (368) 12 (632) 10 (83.3) 4 (1000) 14 (933) 45 (652) 0005 ] ) )
Arthralgia [n (%)] 140 (80.0) 30 (81.1) 19 (1000) 17 (895) 7 (583)  4(1000) 8 (533)  55(79.7)  0.009 Years since diagnosis 094 088-099 0036 093 084-102 0.118
Fatigue [n (%)] 123 (703) 25 (67.6) 12 (632) 15 (789) 8 (667)  3(750) 10 (667) 50 (72.5) 0949 (for each additional year)
MEF triad [n (%)) 63 (38.9) 15 (40.5) 4 (21.1) 8 (42.1) 4 (33.3) 3 (75.0) 7 (46.7) 27 (39.1) 0493 Purpura 2.82 0.98-8.07 005 035 009-138 0.134
Lower limb ulcers [n (%)] 31 (17.7) 8 (21.6) 3(158) 4 (21.1) 4 (333) 2 (50.0) 1 (6.7) 9 (13.0)  0.234 Type II cryoglobulinaemia 2.00 0.92-4.35 0.079 331 1.02-10.78  0.047
Peripheral neuropathy [n (%)] 85 (48.6) 22 (59.5) 7 (36.8) 7 (36.8) 6 (50.0) 3 (75.0) 6 (40.0) 34 (49.3) 0.490 ECV 1 B B _ B
Renal abnormalities [n (%)] 46 (26.3) 13 (35.1) 8 (42.1) 6 (31.6) 3 (25.0) 2 (50.0) 4 (26.7) 10 (14.5) 0075
Hyperviscosity syndrome [n (%)] 4 (2.3) 1 (2.7 1 (5.3) 1 (53) 0 (0.0) 0 {0.0) 0 (0.0) 1(1.5) 0.999 SLE/AID 0.13 0.03-0.60 0.009 0,73 0.08-6.99 0.782
Raynaud’s phenomenon [n (%)] 46 (26.3) 10 (27.0) 9 (47.4) 6 (31.6) 3 (25.0) 0 (0.0) 0 (0.0) 18 (26.1) 0.060 PSS 1.04 044-2.46 0924 1,83 0.56-5.93 0.314
Chronic urticaria or other 30 (17.1) 7 (18.9) 7 (36.8) 3 (15.8) 1 (8.3) 0 (0.0) 1 (6.7) 11 (15.9) 0.360 HBCV 1.60 0.60-4.26 0349 784 1.70-36.04 0.008
cutaneous manifestations® [n (%)] .

[ Civer abnormatities [n (%)] 41 (234)  4(108)  2(105) 2 (105 3 (250) 1(250) 12 300) 17 246) <0.001] MCG negative after 12 months 051 0.17-153 0228 039 0.10-161 0.195
Lung abnormalities [n (%)] 26 (14.9) 7 (18.9) 2 (10.5) 4 (21.1) 0 (0.0) 1 (25.0) 3 (20.0) 9 (13.0) 0.552

| sicea syndrome [n (%)] 68 (389) 32 (865) 8 (42.1) 10 (526) 3 (250) 0 (0.0) 32000 12074  <0001]
Hypertension [n (%)] 66 (37.7) 17 (45.9) 3 (15.8) 8 (42.1) 7 (58.3) 2 (50.0) 7 (46.7) 2 (31.9) 0.171
Lymphadenopathy [n (%)] 34 (19.4) 13 (35.1) 6 (31.6) 2 (10.5) 3(25.0) 2 (50.0) 3 (200 5(72) 0.003
Splenomesaly [n (%)] 27 (15.4) 3 (8.1) 1 (5.3) 3 (158) 5 (41.7) 2 (50.0) 6 (40.0) 7(10.1) 0002
C4 (me/dL) lmedian JOR)] 4 (2.12) 4 (2-11) 4 (3-10) 8 (1.14) 2 (].5) 7 {4-12) 2 (].8) 5 (2.15) 0 544

| RE (kU/L) [median 1QR)] 109 (20-372) 239 (90-504) 15 (9-19) 20 (5-58) 341 (106-589)603 (309-1433)220 (111-2935)101 (22-238) 0.001 ]
Cryocrit (%) [median (IQR)] 20 (05-4.0) 2.0 (09-7.0) 1.0 (1.0-2.0) 0.5 (05-3.1)5.5 (3.3-6.5) 6.0 (1.6-12.0) 2.0 (2.0-17.0) 1.2 (0.5-3.0) 0.061
Type of MCG [n (%)] 0.134

Type 1l 96 (54.9) 24 (64.9) 6 (31.6) 8 (42.1) 9 (75.0) 2 (50.0) 10 (66.7) 37 (53.6)
Type 111 79 (45.1) 13 (35.1) 13 (68.4) 11 (57.9) 3 (25.0) 2 (50.0) 5(333) 32 (46.4)

Galli M, et al. Clin Exp Rheumatol. 2017 Mar-Apr
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Non HCV-related infectious cryoglobulinemia vasculitis: Results from
the French nationwide CryoVas survey and systematic review of the oy HAV

2% - 2%

literature Parvovirus B19__

372 patients assessed
for eligibility

48 patients excluded
Symptoms not related to
cryoglobulinemia (n=26)
Asymptomatic cryoglobulinemia (n=12)
Missing data (n=10)

Brucella
melitensis
9%

324 patients included

in the survey
Ascaridiasis
“ LepIosY —Candidiasis
* 2%
18 patients 242 patients 64 patients
:‘I;r;;"z?:\’,:z w';:::(;‘g:;i‘i:;“ with C":;:\‘;:sb“a' Es fundamental descartar causas infecciosas antes de catalogar la CM como
esencial e iniciar un tratamiento inmunosupresor

2|7 casos de La terapia antimicrobiana se asocia cominmente con una remision sostenida.
iteratura

Terrier B, et al. J Autoimmun. 2015 Dec
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Cryoglobulinemic vasculitis in primary Sjogren’s Syndrome: Clinical
presentation, association with lymphoma and comparison with Hepatitis
C-related disease

pSS-CvV HCV-CV P-value
Number of patients 71 76 i - T
Gender (female )% (n) 97.2 (69/71) 97.4(74/76) 1 E % ::,::::s ment i:;: I l —
Median age (years) 50 (range: 21-75) 51 (range: 29-62) 0.718 = £ _F
Clinical Features¥ (n) poyogienilns 10iz
Dry mouth 97.2 (69/71) 18.4(14/76) <0.0001 meliedoopahy o
Dry eyes 98.6 (70/71) 21.1(16/76) <0.0001 Male gander 7/2
SGE 53.6 (37/69) 0(0/75) =0.0001 % kin purpura/vasculitis 6/1
Lymphadenopathy 31(22/71) 4(3]75) <0.0001 £ Low C3 levels 6/2
Fatigue 59.2 (42/71) 98.6 (69/70) <0.0001 S 51
Arthralgia/myalgia 71.8 (51/71) 73.7 (56/76) 0.797 Eystemicactivity /0
Arthritis 25.7 (18/70) 10.8(8/74) 0.035 S ORIE S0
Myositis 0(0/71) 0(0/75) 1 e —~
Raynaud's phenomenon 47.9 (34/71) 22.4(17[76) 0.002 -
Purpura 90.1 (64/71) 882 (67/76) 0.902 faiooents S
Vasculitic ulcer 12.7(9/71) 25(19/76) 0.090 riss s
PNS 25.4(18/71) 71.6(53/74) <0.0001 S EALLIT 32
CNS 2.8(2/71) 1.4(1/71) 1 = [Malegender 3/3
Liver RF 3/4
Sclerosing Cholangitis 0(0/71) 0(0/76) 1 bnti-Ro/La 3/4
AlH 1.4(1/71) 0(0/70) 1 Raised bewm2-microglobulin 2/0
PBC 14(1/71) 0(0/72) 0.496 Raised BAFF 2/0
Lung . =
ILD 8.6(6/70) 13(1/75) 0.056 :::::mmj = Z:
Srgall airways disease 13(7/54) 4(3]75) 0.093 T e
Kidney =
Interstitial renal disease 10(7/70) 1.4(1/74) 0.030 Nautropsnis n
Glomerulonephritis 11.4 (8/70) 23.7(18/76) 0.085 Focus score 1/2
Splenomegaly 2.8(2/71) 10.8 (8/74) 0.097 % Pige at diagnasis 1/4
Lymphoma 47.9 (34/71) 13(9/69) <0.0001 g rthralgias 0/2
Biological features# (n) = Dry eyes 0/3
RF 95.7 (67/70) 87.1(61/70) 0.128 = o
Low C4 88,6 (62/70) 98.5 (66/67) 0.033 b o
Cryoglobulinemia type II 97(32/33) 80.3 (61/76) 0.035
Hypergammaglobulinemia  69.7 (46/66) 26.2 (17/65) <0.0001
Monoclonal gammopathy 45.5 (30/66) 55.5(20/36) 0.442 . L.
Leukopenia 17.4(12/69) 147 (10/68) 0845 Argyropoulou OD, et al. Semin Arthritis Rheum. 2020 Oct
Thrombocytopenia 3(2/67) 11.4(8/70) 0.097

Retamozo S, et al. Lupus. 2019 Jul
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Stratified treatment of HCV-related cryoglobulinaemic syndrome according to disease severity

v v v

Mild/moderate disease Severe disease Life-threatening
» Purpura, articular, - Cutaneous ulcers, » Rapidly progressive GN
general features ischaemia « CNS involvement
» Mild neuropathy « Severe neuropathy » Intestinal ischaemia
» GN without » GN with renal failure/ » Alveolar haemorrhage
renal failure nephrotic syndrome
» Gl involvement

ﬁ | Plasma exchanges |
5 | Antiviral therapy ‘ | Rituximab | ICorticosteroids pulsesl
8 +[- Refractory + Refractory +
E | Corticosteroids ‘ | Corticosteroids | I Cyclophosphamide I
E or

| Rituximab I
2
g ﬁ | Antiviral therapy Antiviral therapy | Antiviral therapy I
5 8
=4

Ramos-Casals M, et al. Lancet. 2012 Jan
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Tratamiento de la CM no asociada a VHC

v v v

Mild/moderate disease Severe disease Life-threatening
» Purpura, articular, - Cutaneous ulcers, » Rapidly progressive GN
general features ischaemia « CNS involvement
» Mild neuropathy « Severe neuropathy » Intestinal ischaemia
» GN without » GN with renal failure/ » Alveolar haemorrhage
renal failure nephrotic syndrome
» Gl involvement

| Plasma exchanges |
2 :
5 | Enfermedad base | | Rituximab | ICorticosteroids pulsesl
8 +[- Refractory + Refractory +
_g | Corticosteroids ‘ | Corticosteroids | I Cyclophosphamide I
c or
- | Rituximab I
L1
c
§ | Enfermedad base | | Enfermedad base | | Enfermedad base |
=4

Adaptado de Ramos-Casals M, et al. Lancet. 2012 Jan
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Management of noninfectious mixed cryoglobulinemia vasculitis: data from
242 cases included in the CryoVas survey

| Cox MSM of therapeutic strategies associated with complete clinical response

372 patients assessed
for eligibility Treatments HR 95% Cl  Pvalue

Combination therapy vs. CTC —— 3.6 1.8-7.3 <0.0001

48 patients excluded
Symptoms not related to RTX + CTC vs. CTC » 37 134106  0.01
cryoglobulinemia (n=26)
Asymptomatic cryoglobulinemia (n=12)
Missing data (n=10) Alkylating agents + CTC vs. CTC — 0.8 0.3-2.1 0.60

h 4

v r T T T T T T T T 1
324 patients included 012346678 910
in the survey

Cox MSM of therapeutic strategies associated with serious infections

¥ v h 4 Treatments HR 95% ClI P value
18 patients 242 patients 64 patients
with infectious with non-infectious with monoclonal Combination therapy vs. CTC 1.5 0732 0.30
mixed CryoVas mixed CryoVas CryoVas
RTX +CTCvs. CTC — & 90 31200 <0.0001
N < 4 Alkylating agents + CTC vs. CTC It 0.2 0.1-0.5 0.002
Connective tissue Essential mixed Malignant
disease CryoVas hemopathy !
012 3 4686728 910
n=73 n=117 n=52

Terrier B, et al. Blood. 2012 Jun
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Management of nonviral mixed cryoglobulinemia vasculitis refractory to
rituximab: Data from a European collaborative study and review of
the literature

35 original patients
assessed for

12 patients

Original cases identified Literature data

Infecciones graves

eligibility from 7 studies
Alkylating agents 1 (9%) n=11
9 patients excluded from the analysis 5 patients excluded from the analysis .
Nonrefractory cryoglobulinemia (n=1) Nonrefractory cryoglobulinemia (n=1) Anti-CD20 0 (O‘y) A=15
No therapeutic change after rituximab : HCV-related cryoglobulinemia (n=1) + alkylating agents 0
failure (n=4) | Patient included in two different studies (n=1)

Vasculitis not proven (n=2) ; No therapeutic change after rituximab failure
Type | cryoglobulinemia (n=1) (n_=1)_
Missing data (n=1) i Missing data (n=1)

Anti-CD20 + belimumab 4 (57%) n=7

Anti-CD20 + PLEX 1(33%) n=
Anti-CD20 + GCs or DMARDs 0 (0%) n=
26 original patients 7 patients from the
included in the literature included o
analysis in the analysis PLEX + GCs or cDMARDs 1 (33 /:) n=

33 cases refractory
to rituximab

GCs + cDMARDs

Pouchelon C, et al. Autoimmun Rev. 2022 Apr

0 (0%)

n=5
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Antineumocdcica 20 valente
J
g
Antigripal
J
)
SARS-CoV-2
J
g
VVZ
J

Septrin forte

Dammacco F, et al. Clin Exp Med. 2023 Jun %
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Aun desconocemos con exactitud porqué se producen la enfermedad crioglobulinémica.

La introduccién de los AAD ha hecho que el VHC ya no sea la principal causa de CM en paises
desarrollados.

La principales causa de CM no asociadas a VHC son las enfermedades autoinmunes (Sjogren y
LES), las neoplasias hematoldgicas (LNH), infecciones (sbt viricas y piogénicas) y la CM esencial.

Es imprescindible descartar causas infecciosas antes de catalogar la CM como esencial e iniciar
un tratamiento inmunosupresor. La terapia antimicrobiana se asocia comunmente con una
remision sostenida.

Los pacientes con sd. de Sjogren con CG tienen un mayor riesgo de manifestaciones
extraglandulares y linfoma.
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Las pacientes con LES con CM pueden no presentar elevacion del FR y desarrollar clinica de
menor gravedad (cutanea vy articular).

Disponemos de escasos estudios sobre como tratar la CM no relacionada con el VHC, siendo las
recomendaciones de manejo actual similares a las de la CM por VHC.

Los pacientes con crioglobulinemia tienen factores debilitantes (edad, comorbilidades, dafio)
gue los predisponen a infecciones bacterianas y viricas, siendo esta una de las principales
causas de muertes.
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