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PHAN LOAI VIEM MACH

* Chapel Hill 1994 / 2012 (1)

« Kich thuoc - ANCA (1982)2)

* Loai t6n thuong

Immune Complex Small V | Vasculitis
Cryoglobulinemic Vasculitis
IgA Vasculitis (Henoch-Schénlein)
Hyp ol wtemic Urticarial Vasculitis
{Anti-C1q Vasculitis)

Medium Vessel Vasculitis

Polyarteritis Nodosa I Anti-GBM Disease
KawasakiDisease

ANCA-Associated SmallVessel Vasculitis
Microscopic Polyangiitis

\ ] Granulomatosis with Polyangiitis
' (Wegener’s)
Eosinophilic Granul tosis with Polyangiitis

Large Vessel Vasculitis
Takayasu Arteritis
Giant Cell Arteritis

(Churg-Strauss)

(1) Jennete JC et al. Arthritis Rheurn 1990 / EULAR 2012
(2) Davies DJ etal. Br Med J 1982
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PHAN LOAI SINH LY BENH

Mach mAu lén Mach mau trung
) binh/nhé
Mién dich t& bao Phirc hqp mién dich PR
Qué man type 3

BENH HOC CUA VIEM MACH HOAI TU
QUA TRUNG GIAN PHUC HQP MIEN DICH

CYTOKINES: TNF
Chimiokines....

Clq, C5a,C3a

(Endothélium -
EC)

~ Biéumd

Ag Hbs-Anti HbS ?
VHC RNA- anti-VHC ?
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VIEM MACH LIEN QUAN HBV

VIRUS HUONG GAN
250 triéu nguoi
880 tlr vong/ndm

Pudng lan truyén:

Truyén mau

Tinh duc

Cac thudc truyén tinh mach

= Xo gan

= Carcinoma té bao gan

HBV BENH SU’ TU’ NHIEN

CAC BIEU HIEN NGOAI GAN CUA HBV MAN
= Viém nut quanh déng mach

=  Mixed cryoglobulinemia

= Viém khép khéng dang thap

= Serum sickness-like syndrome

= Bénh ciu than

= Non-Hodgkin lymphoma

TIEP CAN TOAN DIEN TRONG CHAN BOAN VA DIEU TRI CAC BENH CO XUONG KHOP
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VIEM NUT QUANH PONG MACH

> Viém mach hoai tlr hé thdng chi yéu anh hwé'ng mach mau kich thwéc trung binh, ngoai trir ddng mach chi
Cac dong mach tang chinh va cac nhanh I&n ban dau va cac tinh mach

Khéng tén thuwong cau than hodc phdi, viem mao mach hoic tao u hat. Khéng ANCA

> Bénh hoc lién quan dén PAN:

= Thié€u hut do'n gen adenosine deaminase-2

* Nhiém HBV

= Bénh ly huyét hoc: bach ciu té bao I6ng, bach cdu man dong mono tiy, thi€u mau khang tri, hdi chirng loan sinh tuy...
= S&t Pia Trung Hai gia dinh

= Cac bénh ly nhiém khac: HCV, parvovirus B19, HIV, EBV, herpes zoster.......

= Ungthw

> PAN lién quan HBV:

2000s: 10-25% truong hop PAN

Exceptionnal

Weeks or moths after infection and transaminases are frequently normal or moderately increased

VIEM NUT QUANH DONG MACH
CHAN POAN

Tiéu chuan chan doan
3+/10 dd nhay va dd dac hiéu: 80%

m Lightfoot RW, Arthritis Rheum 1990; 33: 1088.

= 1.Sutcan 24 kg

= 2. Dan mao mach dang lwéi

= 3. Pau tinh hoan

= 4. Pau co, yéu co, ting nhay cdm & chan

= 5. Bénh don hodc da day than kinh

= 6. Huyét ap tam trwong > 90 mm Hg

= 7. Tang creatinine mau

= 8. HBs Ag or anti-HBs

= 9. Chup ddng mach bat thudng (hep, huyét khdi, cac vi
phinh mach)

= 10. Sinh thiét ddng mach trung binh cé bach cau trung
tinh

TIEP CAN TOAN DIEN TRONG CHAN BOAN VA DIEU TRI CAC BENH CO XUONG KHOP
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VIEM NUT QUANH PONG MACH
CHAN POAN

Clinical manifestations of polyarteritis nodosa according to the main studies in the literature.

Frohnert Leib Cohen Guillevin Fortin Pagnoux
1967 |37] 1979 [38] 1980 [39] 1988 [40] 1995 [41] 2010 (4]
Patients (n) 130 64 53 165 45 348
Mean age (years) 47 54 48 54 51
Male/female ratio 19 | 19 1.2 1.1 1.7
Constitutional Signs 76 a3
Fever 36 31 69 64 36
Weight loss 16 66 70
Muscle Pain 30 53 59
Joint manifestations 58 55 44 49
Peripheral neuropathy 52 72 60 67 51 74
Cutaneous manifestations 58 28 58 46 44 50
Renal impairment 8 63 66 29 44 51
Hypertension 25 14 31 34
Gastrointestinal manifestations 14 42 25 31 53 38
Cardiac manifestations 10 30 4 23 18 22
Ocular manifestations 3 8 44 9
Central nervous system involvement 3 25 17 24 5

The results are expressed as %.

Frohnert Am J Med 1967, Leib Am J Med 1979, Cohen Mayo Clin Proc 1980, Guillevin BrJ Rheumatol 1988, Fortin J Rheumatol 1995, Pagnoux, Arthritis Rheum 2010

VIEM NUT QUANH PONG MACH
TRIEU CHUNG LAM SANG

" Sut can va sot: diu hiéu dau tién 2/3 trwéng hop
* Pau co: 50%, nang, lan toan, ty phat hoic tang khi 4n véi teo co, enzym binh thuwéng
* Pau khép: 50%, c6 thé 13 triéu chirng dau tién, anh hudng khép I6n, hiém gip viém khép khéng hiy khép
= Bénh than kinh ngoai bién: hién dién 75% , triéu chirng khé&i phat 20-30%,
-Bénh da day than kinh van ddéng cam giac, tién trién anh hwéng than kinh méc, chay, quay, tru, giira
-Bénh than kinh van ddng cdm giac hodc cdm giac d6i xirng ngon chi hiém gip hon
-Khéng t8n thuong than kinh so

= TKTW: hiém, thi€u mau cuc bd

* Da: 50%, c6 thé gip nhirng ndt dwéi da (Anh hwéng mach mau kich thuwéc trung binh), din mao mach dang lwéi, loét
mach mau, ban xuat huyét

Puechal, Joint Bone Spine 2022

TIEP CAN TOAN DIEN TRONG CHAN BOAN VA DIEU TRI CAC BENH CO XUONG KHOP
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VIEM NUT QUANH PONG MACH
TRIEU CHU'NG LAM SANG

= Than: 50%, do ton thuwong déng mach hodc tinh mach than (hep tirng doan, dan,
vi phinh)
-Tang huyét ap: 30%
-Bénh than giai doan cudi

= T6n thwong dwdng tiéu héa: ndng, nguyén nhan tlir vong hang dau trong nam
dau, 50% sdng sét tai thoi diém 5 nam
-Dau bung
-Xuat huyét, thing
-Viém tii mat, viém rudt thira vo khuan, hoai tir tuy cap

= Tim: 20%, viém mach vanh, ting huyét ap, bénh co’ tim

= Tinh hoan: viém tinh hoan v6 khuan

Puechal, Joint Bone Spine 2022

VIEM NUT QUANH DONG MACH
CHAN POAN

> MO HOC:+++++
= Sinh thiét da, co hodc than kinh, ph3u thuat tiéu héa. Chéng chi dinh sinh thiét than: nguy hiém++
* VIEM MACH HOAI TU' véi hoai tir xo héa anh huéng mach mau trung binh, viém tim nhuan BC da nhan, huyét khéi
= Hién dién dong th&i nhiéu giai doan khac nhau cia viém mach
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VIEM NUT QUANH DONG MACH
CHAN POAN

» CHUP MACH MAU:

Trong trudng hop t8n thwong duwdng tiéu héa hodc than

Hién dién hep khéng déu va cac vi phinh mach trén chup déng mach cta déng mach trung binh tai than, mac treo (+ in 40-
90%), than tang rat goiy

DPong mach than

DPong mach gan

» CAC XET NGHIEM:
Tang CRP 75%
Bach cau ai toan: 1000/mm3 Tam soat HBV ANCA+ 13 mat tiéu chuan loai trir

VIEM NUT QUANH DONG MACH
TIEN LUONG

= PAN luén luén Ia bénh ly cap tinh, cé biéu hién nhu mét dot don doc
= (6 cac thé khu tra: khu trd & da +/- khé'p +/- than kinh = Lanh tinh nhwng tai phat++
= S6ng con 5 nam: 83% vs 73% HBV+ S6ng con 10 nam: 74% vs 60% HBV+

= SAng con 5 ndm khéng tai phat: 60% vs 67% for HBV+

TIEP CAN TOAN DIEN TRONG CHAN BOAN VA BIEU TR CAC BENH CO XUONG KHOP
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VIEM NUT QUANH DONG MACH
PIEU TRI

Trong PAN khdng lién quan HBV, diéu trj theo Five Factor Score

m

Creatinine huyét thanh > 150umol/L +1
Lén hon 65 tudi +1
Tén thuong da day rudt ndng +1
Nh6i mau co tim +1
Biéu hién tai miii hong -1

VIEM NUT QUANH DONG MACH

DIEU TRI
» Truong hop lién quan HBV:
KHANG VIRUS + STEROIDS + THAY HUYET
Adefovir Khé&i dau TUONG
Entacavir Dung ngan han

» Trwong hop khong lién quan HBV:
= Corticosteroids: 60mg/ngay giam con 20 mg/ngay tai 3 thang, 10mg/ngay tai 6 thang, 5 mg/ngay tai 12 thang don tri
néu FFS: 0

= Cyclophosphamide: IV pulses 0.6g/m2 méi 2 tuan (3 Ian), 0.7 g/m2 méi 3 tuan (3 lan) trong diéu tri ban dau
& nhi*ng thé ning

= Mycophenolate: 2g/ngay trong diéu trj ban dau néu cé thé

= Azathioprine: uéng 2 dén 3 mg/kg/ngay dé duy tri trong 18 thing

= Methotrexate: udng 15-25 mg/tuan dé duy tri

TIEP CAN TOAN DIEN TRONG CHAN BOAN VA DIEU TRI CAC BENH CO XUONG KHOP
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VIEM MACH LIEN QUAN HCV

LICH SU’ TU NHIEN HCV

RNA virus phat hién nam 1988

Hepatocyte B Lymph

ocyte

Choo. Science 1989 Zignego. J Hepatol 1992
Ferri. Blood 1993

O

= 71 triéu ngudi nhiém trén thé giéi .
e ~ e 3 —
= 400,000 ngwei chét moi nam .

= Chi yéu tlr bénh gan

Viém gan man (70%)
Xo gan
Ung thw gan

Cac biéu hién ngoai gan

TIEP CAN TOAN DIEN TRONG CHAN BOAN VA DIEU TRI CAC BENH CO XUONG KHOP
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LICH sU TV NHIEN HCV
Acute
Contamination # hepatitis
¢ Lymphotropism
<30% \ >70% ldﬂ%
—_ Chronic O lobuli i
RE:QVEW 5 95% infectiun nyoglobulinemia
/ | 10%
Chronic Vasculitis
hepatitis
4 > 20% L
4| Cirrhosis Lymphoma
[Lhrlrdluml [t dtrmlnlnﬂimmlﬂnnll h\'lmﬂﬂl
Parlati 2021

BIEU HIEN NGOAI GAN CUA HCV

CV-related lymphoproliferative Effect of HCV on various organs
disorders and systems

Depression, fatigue,
neurocognitive impairment

Lymphoma Sicca syndrome

Lymphadenopathy Hypothyroidism

Splenomegaly

Increased risk of MACEs

Cryoglobulinemic
vasculitis

Type 2 diabetes mellitus,
insulin resistance

-d w
Membranoproliferative -
glomerulonephritis
Chronic kidney disease,
glomerulonephritis

Porphyria cutanea tarda,
lichen planus, necrolytic
acral erythema

Arthralgia, arthritis

Autoimmune cytopenia
(ITP, AIHA), MGUS

Autoantibodies (RF, antinuclear,
anticardiolipin, antithyroid,

Peripheral neuropathy T e e e

Cacoub N EnglJ Med 2021
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BIEU HIEN NGOAI GAN CUA HCV

Cryoglobulinemic vasculitis
CD 8 1 T Bcell activation and proliferation
{Beellapoptosis | __---TTTTTTT Tl B-cell lymphoma
2 t Au Thi cell E B
Thu the Cua HCV oreacive Ih Lo T Up-regulation of oncogenic signals
< 4 Regulatory T cells
a AL 1 D gul of PP
trén té bao B T CD21-CD27* B-cell clonal expansion: signals
Autoantibodies with RF activity 1 Mutation of tumor suppressor genes.
Immune complex formation | Fas-induced apoptosis

Insulin resistance and type 2 diabetes
Cardiovascular disease & PI3K/AKT insulin signaling pathway
1 Endothelial damage 1 Glut2-mediated hepatic glucose intake
1 Smooth-cell proliferation Chronic kidney disease T TNF, G6P, and resistin
1 Lipid accumulation within vesselwall [~~~ e Chronic inflammation iy T Imbalance of adipocytokine profile
T Cytokine and free-radical production Direct cytopathic injury 1 Liver steatosis
1 Procoagulant effects i— Immune complex deposition t Pancreatic B<ell dysfunction
-

_____

Cacoub N Engl J Med 2021

HCV-MIXED CRYOGLOBULINEMIA
Immunoglobulins két thia khi nhiét dé thap ho'n 37° va hoa tan lai khi lam dm

Mixed cryoglobulins
l 1
Type 1 Type 11 Type III

m Ig m Ig + polyclonal Ig polyclonal Igs

| s

* Myeloma * Chronic infections
 Lymphoproliferative * Connective tissue diseases
disorders * Lymphoproliferative disorders
’ Essentlal Brouet Am J Med 1974
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HCV-MIXED CRYOGLOBULINEMIA

Monodonal g Monocional IgM +polyclonal IgG Polyclonal IgM «polydional IgG

Yéu td thap
(Rheumatoid factor):
IgM against Fc gamma

Ramos Casals Lancet 2012

70-90%

100

90 Z

80

704

60+

50+

Ferri

TAN SUAT HCV TRONG « ESSENTIAL » MIXED CRYOGLOBULINEMIA
TRUGC NAM 2011

Disdier Casato Pechere Misiani Agnello Cacoub  Dupin

Monti
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HCV-MC VA NHL B LYMPHOMA: MOT THE LIEN TUC

Large B-cell lymphoma

SLVL/Marginal zone NHL
Other low grade B-cell NHL

©
<
]
]
(& J
)
[
o
g

polyclonal

(0A10 ou) uonewiojsuel Jo84ip

HCV-MC VA NHL B LYMPHOMA: MOT THE LIEN TUC

Cryoglobulinemic vasculitis

T B-cell activation and proliferation
1 B-cell apoptosis
T Autoreactive Thl cells
| Regulatory T cells

T CD217CD27* B-cell clonal expansion:
Autoantibodies with RF activity

Immune complex formation

Physiopathological cellular responses leading to autoimmunity
RF autoantibodies
1gG/igM complexes

e°® :
er —i 009 IL-2
Y

L

| |
| |
| I
| |
| o0
| V) ® g0 BAFF |
| - ®_0 |
o 0
| - |
I @ 030 I
| Rituximab — ‘E)I'I\?Fo |
| 3 e I
| { |
/ CD69
| HC(\,‘;O'O/ / CD25 I
| a 9 @ persistent / CDo5 I
| /} antigenic o0 o® 1
stimulation TNFa 2@ @ 0 9 IFNy
I DAA and activation ee 0.0 |
l Pro-inflammatory Th1 response Cacoub J Hepatol 2021

R e e e e i e e e L o e e |
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HCV-MC VA NHL B LYMPHOMA: MOT THE LIEN TUC
B-cell lymphoma

T Up-regulation of oncogenic signals
T Down-regulation of tumer-suppressive
signals
T Mutation of tumor suppressor genes

| Fas-induced apoptosis

Antigen-dependent proliferation

/' Bck2,1(14,18)
/' g somatic hypermutation /' -6, BAFF

/ AID, NO MF-xB, PKC, JNK, Erk, STAT3, NOTCH
/r Bal-6, p53, p-catenin Imbalanca of intracellular microRNAS

H maglobulinemi
Cryvg;g::;insr?'lic::asnwli{?s ———= Low-grade lymphopmoliferation —— High-grade lymphoproliferatior

Polyclonality

Monoclonality

Cacoub J Hepatol 2021

PO NANG
TRUNG BINH

HCV-MIXED CRYOGLOBULINEMIA
TRIEU CHUNG LAM SANG

* Pau khép: dau khdng di chuyén dnh hwéng ban tay va gdi, viém khép khdng
pha hily khép

* Ban xuat huyét mach mau: s& duoc, ban dau thuwdng dnh hwéng & chan
* Mét méi

* Hién twong Raynaud dén hoai tlr mach mau (it khé'p hon trong cryo type 1)

TIEP CAN TOAN DIEN TRONG CHAN BOAN VA DIEU TRI CAC BENH CO XUONG KHOP
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HCV-MIXED CRYOGLOBULINEMIA
TRIEU CHUNG LAM SANG

= Bénh da day than kinh vidn ddng cam gidc hoac cam
THE NANG giac & phan xa cua chi duéi
HON

= Bénh cau than tang sinh mang

Bing mit

SINH THIET THAN SINH THIET THAN
Tam nhuan quanh mach mau cla mach mau nhé MPGN

HCV-MIXED CRYOGLOBULINEMIA
TRIEU CHUNG LAM SANG

= Viém don day than kinh

= Da day rudt (Xuat huyét, thiing rudt)

DE DOA TiNH MANG
(PAN-like)

* T8n thuong tim (Nhdi mau co tim, suy tim)

= T6n thuong TKTU' (co giat, cac bién cd mach mau)

VIEM MACH
HoAI TU

TIEP CAN TOAN DIEN TRONG CHAN BOAN VA DIEU TRI CAC BENH CO XUONG KHOP
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HCV-MIXED CRYOGLOBULINEMIA
MO HOC
= Sinh thiét da, co:

Viém mach mau nhé (80%)

Tam nhuan quanh mach mau véi mono bao, khong BCPN, khong hily thanh mach mau
Tich tu Ig, C3, C4 in situ khi dung mién dich huynh quang

HCV-MIXED CRYOGLOBULINEMIA
MO HOC
= Sinh thiét da, co"

Cac dang nang (20%): Viém mach hoai t&r mach mau kich thwéc trung binh véi BCON
Pha huy thanh mach mau
Hoai tl fibrin nhiéu

TIEP CAN TOAN DIEN TRONG CHAN BOAN VA DIEU TRI CAC BENH CO XUONG KHOP
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HCV-MIXED CRYOGLOBULINEMIA
MO HOC

= Sinh thiét than:
Viém cdu than ting sinh mang
(Tich tu Ig va bd thé dwédi ndi md trong quai mao mach = Gia huyét khai)

.‘.;‘
5

Phat hién I6i
HCV trong ciu
- trdc ciu than

HCV-MIXED CRYOGLOBULINEMIA
CAC TEST SINH HOC

Céac triéu chirng gian tiép:
-ESR théap gia: a4 & 37°
-Latex dwong/Waaler-Rose am: yéu td thap

-C4 va CH50 thap

Céac triéu chirng truce tiép

-Bang chirng cia MC

TIEP CAN TOAN DIEN TRONG CHAN BOAN VA DIEU TRI CAC BENH CO XUONG KHOP
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Chuyén nhanh dén
Lab
) E—— 4°Cc
E 8-10 days
LY TAM
37° 37°
MONO- — A 37°
POLY- .
CLONAL —— — e
COMPONENT?? —_—
TYPE |, Il hoac lll
CHAT KET TUA LANH
DIEN DI
HCV-MIXED CRYOGLOBULINEMIA
CAC TEST SINH HOC
BP G A M K L
Mert- Gomt . 4
- |

Cac test thwong am tinh gia
Do diéu kién diéu tri khdng tot

TIEP CAN TOAN DIEN TRONG CHAN BOAN VA DIEU TRI CAC BENH CO XUONG KHOP




HOI NGH) THUGNG NIEN NAM 2023
LIEN CHI HOI BENH TU MIEN CO XUONG KHGP TP. HCM

HCV-MIXED CRYOGLOBULINEMIA
PIEU TR| KHANG VIRUS

* Truwdc 2014, diéu tri lwa trén IFNa + ribavirine: hiéu qua mot phan va tuan tha kém

Dap trng virus HCV
giam trong viém mach MC

Piéu tri dwoc toi da:
50%

MIFN + RBV

T PegIFN + RBV|

% improvement

Zuckerman, J Rheumatol 2000. Naarendorp, J Rheumatol 2001. Cacoub, Arthritis Rheum 2002, Zaja F, Blood
2003. Sansonno D, Biood 2003 , Saadoun D, Arthritis Rheum 2006

HCV-MIXED CRYOGLOBULINEMIA
PIEU TRI

* Tir 2014-17, CAI TIEN véi nhirng diéu tri khang virus méi, trc ché trwc ti€p dic hiéu chia cc protein virus (direct-acting
antiviral -DAA)

SNTR
" INTR
(e lg

i‘m 8 ks B & Viral RNA
T — 2 ‘

cytoplasm

|
ER lumen

N fiegice.d,

L4
polyprotein
Cytosol &

Targets of direct acting oral antivirals

Phéi hop
2 hodc 3 DAA ' P s R
Didu trj khéi: 95-98% o

inhibitors of NS3/4 protease:

N
NS5B polymerase inhibitors:

- PREVIR NS5A inhibitors: _BUVIR

* Tela- =ASVIR * Sofos-

* Boce- * Daclat- « ‘Dasas

* Sime- * Ledip-

* Parita- . gf;\bit-

. S;iizlz. * Velpat- Parlati 2021
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HCV-MIXED CRYOGLOBULINEMIA
S
DIEU TRI
Table 1. Direct-Acting Antiviral (DAA) Therapy and HCV-Related Cryoglobulinemic Vasculitis (CryoVas), According to Study and Year.™
Saadoun et Sise et al.,”* Gragnani et Cacoub et al.,'” Emery etal.,'* Comarmond et Saadoun et Lauletta et al.** Bonacci et Cacoub et al.**
Variable al.,* 2016 2016 al.,* 2016 2017 2017 al.,™® 2017 al.,™ 2017 2017 al., = 2018 20197
Study design Open-label Case series Prospective Retrospective  Retrospective Open-label trial Open-label Prospective Prospective Prospective
trial cohort cohort cohort trial, prospec- cohort cohort cohort
tive cohort

Mo. of patients 24 12 44 27% 18§ 27 41 22 469 148

Cirrhosis — no. 12 (50) 6 (50) 17 (39) NA 18 (100) 11 (41) 18 (44) 12 (55) 26 (57) 70 (54)
(%)

Liver fibrasis FO-F2: 10 (42) NA FO-F2:23 (52) FO-F2: 17 (63) NA FO—F2: 10 (37) FO-F2: 15 (37) FO—F2: 10 (45) FO-F2: 18 (39) FO-F2: 59 (46)
score — no.  F3-F4: 14 (58) F3-F4:21 (48) F3-F4: 10 (37) F3-F4: 17 (63) F3-F4:26 (63) F3-F4:12 (55) F3-F4:28 (61) F3-F4: 70 (54)
@)l

CrycVas symp- Purpura: 16 Purpura: & (50) Purpura: 32 Purpura: 16 Purpura; 15 Purpura: 24 Purpura: 31 Purpura: 22 Purpura: 29 Purpura: 85
toms before (67) Arthralgia: 7 (73) (59) {B3) (89) (76) {100) (63) (57)

DAA — no Arthralgia: 14 (58) Arthralgia: 26  Arthralgia:9  Arthralgia: 3 Arthralgia: NA  Arthralgia: 26 Arthralgia: 22 Arthralgia: 16 Arthralgia: 94
(96) (58) Peripheral neu- (59) (33} 7y Peripheral neu- (63) {100) (35) (64)
Peripheral neu- ropathy: 4 Peripheral neu- Peripheral neu- Peripheral neu- ropathy: 13 Peripheral neu- Peripheral Peripheral neu- Peripheral neu-
ropathy: 16 (33) ropathy: 28 ropathy: 16 ropathy: 6 {48) ropathy: 21 neuropathy: ropathy: 19 ropathy: 86
(67) Renal involve- (64) (59) (33) Renal involve- (51) 2(9) (41) (58)
Renal invalve- ment: & Renal involve- Renalinvolve- Renal involve- ment: 7 Renal involve- Renal involve- Renal involve- Renal involve-
ment: 5 (50) ment: 4 (9) ment: 7 ment: 10 (26) ment: 5 (12) ment: 4 ment: 9 ment: 25
{21) {26} {56) (18) {20) {17)

SVR after DAA 74 83 100 75 39 82 100 100 100 a7
— %

Concomitantim- 7 (RTX, PLEX, & (RTX, PLEX) 2 (RTX) 9 (RTX), & 4 (RTX, PLEX) NA 2 (RTX, PLEX) NA 3 (RTX PLEX) 21 (GC,IS, or
MuUNosuppres- GC) (PLEX}), 6 PLEX)
sion — no. (RTX, PLEX)

Complete dinical 21 (88) 5 (42) 29 (66) 15 (56) 7 (39) 24 (89) 37 (90) 14 (64) 37 (80) 106 (72)
response —
no. (#6)

Partial clinical 3(12) 5 (42) 12 (27) 11 (41) 4 (22) o 4 (10) 5 (23) 5(11) 33 (22)
response —
no. {36)

MNeo clinical o 2(17) 3(7) 1 (4) 7 (39) 3 (11) 0 3 (14) 4 (9) 7 (5)
response —
no. (%)

BVAS score* MA MA Baseline: MNA NA MNA Baseline: 8 (4— MNA Baseline: 7; NA

5.4+35; 17); last wisit: O last visit: O
last visit: {0-5)11
2.3+2.277
s Cacoub N Engl J Med 2021

HCV-MIXED CRYOGLOBULINEMIA
PIEU TRI

= Pap ng vdi viem mach MC lién quan HCV véi diéu tri DAA
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HCV-MIXED CRYOGLOBULINEMIA
PIEU TRI

* Pap &ng v&i viem mach MC lién quan HCV véi diéu tri DAA

Peripheral neuropathy Renal involvement

% of improvemeant

% of improvement
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HCV-MIXED CRYOGLOBULINEMIA
PIEU TRI
Antiviral
-t " Therapy
Anti-CD20 mAb
3 Immunosuppressive
Agents
and Steroids
= Plasmapheresis
@ ®y ®n @
-— i Y T
Skin Peripheral Glomerulonephritis
Nerve
Saadoun Rheumatology 2007
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HCV-MIXED CRYOGLOBULINEMIA
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= Nén ca thé héa diéu tri

« Purpura, articular, « Cutaneous ulcers, = Rapidly progressive GN
general features ischaemia = CNS involvement -4 _
« Mild nevropathy = Severe neuvropathy = Intestinal ischaemia Kiém tra B-NHL
= GMN without = GMwith renal failure/ = Alveolar haemorrhage
renal failure nephrotic syndrome
= Gl involvement

Antiviral therapy <) Corticoslemlds pulses
> -
— - = :
- Oriophosphamide
[ Rxima |
. [ Anoviritherapy |

Cang sém cang tot

Ramos Casals Lancet 2012

HBV-MIXED CRYOGLOBULINEMIA
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HBV-MIXED CRYOGLOBULINEMIA

= MCgdp & 0.5 dén 5% bénh nhan HBV. Hiém hon nhiéu so véi HCV.

Tan suat hién mac cia HbSAg trong MC khoang 1.8% (Ferri Semin AR 2004) dén 4,5% (Mazzaro, Diseases 2018)

= Viém gan man & 50%, xo’ gan 30%

= Thuwong (>80%) triéu chirng 1dam sang tir nhe dén trung binh: ban xuat huyét s& duworc, suy nhwoc, dau khép va
Bénh da day than kinh cdm gidc & phan xa (20-60%), hdi chirng khé (sicca syndrome)

= Nhirng triéu chirng nang: viém cau than, bénh than kinh ngoai bién tién trién, viém mach da day — ruét, B-Non-
Hodgkin Lymphoma (B-NHL) hiém gip

HBV-MIXED CRYOGLOBULINEMIA
TRIEU CHUNG LAM SANG

Clinical Features Most Common Pathologic Features
Mild disease Lower limb purpura Small vessel leucocytoclastic vasculitis
Fatigue
Arthralgia

Low-grade fever

Moderate-to-severe disease Widespread purpura

Sensory—motor peripheral neuropathy

Mononeuritis Vasa nervorum vasculitis

Type | membranoproliferative

Renal failure 2
glomerulonephritis

Skin ulcers Small vessel necrotizing vasculitis

Life-threatening disease Alveolar haemorrhage Pulmonary capillaritis

Abdominal vasculitis

Type | membranoproliferative
Rapid progressive renal failure glomerulonephritis with widespread
crescentic extracapillary proliferation

Central nervous system vasculitis

Hyperviscosity syndrome

Mazzaro Viruses 2021, J Clin Med 2022
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HBV-MIXED CRYOGLOBULINEMIA
PIEU TR|

MILD
Purpura, fatigue, arthralgia, low-grade fever

» Tenofovir/entecavir

MODERATE TO SEVERE

Skin ulcers, glomerulonephritis, peripheral neuropathy

* Tenofovir/entecavir with:
* Plasma exchange with or without high-dose corticosteroids
e Rituximab in refractory disease

LIFE-THREATENING
Rapidly progressive glomerulonephritis, haemorragic

alveolitis, abdominal vasculitis, CNS vasculitis, hyperviscosity
syndrome

» Tenofovir/entacavir with:
* Plasma exchange with high-dose corticosteroids
* Rituximab in refractory disease

Mazzaro Viruses 2021, J Clin Med 2022

TIEP CAN TOAN DIEN TRONG CHAN BOAN VA BIEU TR CAC BENH CO XUONG KHOP




