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DINH NGHIA

- Ngudn géc phé& quan: Bronchectasis or endobronchial malignancy

1/ Xuat huyét trong phai hoic

- Xuat huyét phdi: Mach mau nho

2/ Xuat huyét phé nang lan téa (DAH):

Hoi chirng sinh bénh hoc — 1am sang xay ra do tich tu héng cau trong phé& nang cdé ngudn géc tir mach mau phé nang
= T6n thwong vi tudn hoan phé nang

* M4t tinh toan ven clia mang day phé& nang-mao mach

3/ Nguyén nhén:
= Mién dich (viém mach ANCA, Hoi chirng Goodpasture, SLE, APS, bénh than IgA, mixed cryoglobulinemia...)

* Khdng mién dich (suy tim, nhiém trung, chan thuong, thudc, can ung, vo cin...)

Lara Chest 2010
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MO BENH HOC

3 hinh anh d3c trung:

* Viém mach mau phéi:

Tam nhuan neutrophil mé k& quanh mach mau mao mach (vach phé nang)
Phu va t8n thwong mo ké

Hoai tl fibrin

* Xuat huyét phé nang nhe:
Khdng lién quan truc tiép dén viém hodc pha hly mao mach phé nang
Su ro ri hdéng cau lan rong vao phé nang

* T8n thwong phé nang lan téa:

Tén thwong cap tinh nguyén phat ctia hdi chirng nguy kich hé hap cap (ARS)
Phu k& va phé nang

Tic ngh&n mao mach

Vi huyét khaéi

Hoai t&r biéu mé

Xuat tiét soi huyét trong khéng gian phé nang
Tao mang hyaline Park Int J Mol Sci 2020

Lara Chest 2010
De Prost Resp Med 2012

SINH BENH HOC

\ : Vai tro b6 thé?
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Vai tré cia lympho B?
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@ Viém mao mach
Té& bao chét g L Mién dich Pauci (ANCA)
Phu IgM : "7'. "‘,@ Phirc hop mién dich

Dai thyc bao ' . —-, (SLE, GBM)
Opsonin héa thu thé C3b g . Bach cau trung tinh
NET

Bland hemorrhage (+ capillaritis) Capillaritis, IC and neutrophil mediated
pathology

Zhuang Arthritis Rhum 2017/ Al-Adhoubi, Lupus 2020
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Pristane

* Pristane (TMPD) = d4u ki nuéc cé dic tinh bé trg
e Cho dén nay, mét trong nhitng “md hinh bénh lupus & chudt”
¢ Phan (ng sau khi tiém trong phic mac phu thudc vao nén tang di truyén cla chudt

\

TMPD (BALB/c) TMPD (C57BL/6)
Lupus criteria’ met
Immune complex nephritis ++
Arthritis ++ (=)
Serositis ++(?) +(?)
Antinuclear antibodies +++ +++
Anti-dsDNA ++ (late) (=)
Anti-Sm it ++
Anti-RNP +++ ++
Anti-ribosomal P () R
Other manifestations None Pulmonary
vasculitis
Lupus criteria not met skin, photosensitivity, skin,
mucocutaneous photosensitivity,
ulcers, nervous mucocutaneous
system, cytopenias ulcers, arthritis,
nervous system,
cytopenias
Role of IFN-| IFN signature is IFN signature is
present (peripheral present (peripheral
blood) blood)

. J

Reeves et al. Cell, 2009

DAH do Pristane

b Pristane-treated
Untreated

Viém mao mach phéi véi tham nhiém quanh mach cia bach cau da nhan, dai thuc
bao va t& bao lympho, khong lang dong phirc ho'p mién dic
a

10— MM
* |AH do Pristane gay ra (C57BL/6) -
* Huy déng bach cdu da nhan va dai thuc bao 2
trwdc DAH, bat dau 3 ngay sau khi tiém _g et
pristane, dat dinh sau 2 tuan ;5 404
* ANCA am tinh/khang thé khang nhan + (4/11 — .

con chu6t) .

0 1 3 7 14 28

Days after ip pristane
Chowdhary et al. Rheumatology, 2007
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Neutrophil extracellular traps are associated with the pathogenesis of diffuse M)
alveolar hemorrhage in murine lupus SEs

Pierre-André Jarrot™™", Edwige Tellier’, Lea Plantureux”, Lydie Crescence’, Stéphane Robert”,
Corinne Chareyre®, Laurent Daniel, Véronique Secq", Stéphane Garcia“,
Frangoise Dignat-George™, Laurence Panicot-Dubois”, Christophe Dubois”, Gilles Kaplanski™™

PhD, 2019 HKS HKS
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Pristane giy hinh thanh NETs trong phdi

NE H3Cit
Healthy Control Healthy Control

Pristane giy hinh thanh NETs trong phdi
(confocal imaging)

so'i DNA voi
colocalization cula
nhudm NE hodc
H3cit
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Dnase-1 pha v& NET in vivo

Pristane

Hit Dnase-1 gidm tén thwong

>
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Healthy Control
Healthy Control
3 Héélthy Cont

Pristane
Pristane

Pristane / DNase-1
_Pristang/ DNase-1

Pristane / DNase-1
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Hit Dnase-1 cdi thién tinh trang 1dm sang cta chudt
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CHAN BOAN
TAM CHU'NG:
= HO RA MAU:

Cap tinh nguy kich hodc tién trién trong vai ngay dén vai tuan
Khong cé: trong 33% va gan 50% cac nguyén nhan mién dich ca DAH
Suy h6 hap gidm oxy mau: Pa02/Fi02

* THIEU MAU: < 120g/| (60%)

= THAM NHIEM LAN TOA TREN HINH ANH HOC: 80%
Hinh dnh kinh mé& khu trd hodc lan toéa
Dong dic (1ap day phé nang)

TAM CHU'NG chi hién dién <50% so ca

TIEP CAN TOAN DIEN TRONG CHAN BOAN VA DIEU TRI CAC BENH CO XUONG KHOP
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CHAN POAN
» CHAY RUA DICH PHE QUAN:++++

QA IAH lwgng nhiéu:
Mau dai thé trong 3 phan lién tiép

4 IAH lwong it:
Su hién dién cla cac dai thyc bao chira hemosiderin (mau Perls)> 20% (Khéng phat hién trong 72 gio dau tién)

caloration Perts waerophages en amas ~
’ ‘
' . -
.~ P

DIEM GOLDE *
200 dén 300 dai thuc bao dwoc phan lap tir BALF. Mau xanh Prussian (PERLS): hemosiderin.
MGi t& bao duworc tinh diém tir 0 dén 4:
0: khéng c6 mau xanh
1: mau xanh nhat clia toan bd té bao chat
2: mau xanh dam cho phan t& bao chat nhé hodc mau xanh vira cho toan bd té bao chat

3: mau xanh dam trong toan bo t& bao chat

4: mau xanh dam trong toan b t&€ bao chit (day hemosiderin) « 1AH néu diém GOLDE > 20
Diém trung binh trén 100 dai thyc bao (0 dén 400) «  IAH vira néu diém GOLDE tir 20 d&n 100.
*GOLDE DW. Occult pulmonary haemorrhage in leukemia. Br Med J 1975; 2: 166-68. . 1AH néng né’u di’e"m GOLDE > 100.

KAHN FW. Diagnosis of pulmonary hemorrhage in the immunocompromised host.
Am Rev Respir Dis. 136(1): 155-60. 1987

= SINH THIET PHAU THUAT: trong céc trwong hop khé
* SINH THIET XUYEN PHE QUAN: khéng c6 dit liéu

TIEP CAN TOAN DIEN TRONG CHAN BOAN VA DIEU TRI CAC BENH CO XUONG KHOP
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NC héi ctru & Phap trong 30 ndm

Table 1 Etiology of DAH syndromes (N = 112).

Immune

N=139

Small-vessel vasculitides
Microscopic polyangiitis
Wegener’s granulomatosis
Churg and Strauss syndrome

ABMAD

Connective tissue disease
Systemic lupus erythematosus
Rheumatoid arthritis
Mixed connective tissue disease

- g
- o 0o

Congestive heart failure

I
w
w

Systolic dysfunction of the left ventricle®
Diastolic dysfunction of the left ventricle
Valvular heart disease®

naN|Z[=-=bro0n-

NGUYEN NHAN CUA DAH

Miscellaneous

Il
[
(=]

Infection
Staphylococcus aureus®
Leptospirosis
Anaerobic bacteria
Dirofilaria immitis
Barotrauma
Clotting disorder
Thrombocytopenia
Anticoagulant and/or antiaggregant
treatment
Cancer*
Uterine leiomyosarcoma
Small cell lung cancer
Toxic-induced DAH
Cannabis
Glue solvent inhalation
Drug-induced DAH
Clomifene
Fat embolism®

Wi oh Oy = = U |Z

Idiopathic

Zlw S m A AaAaN

=14

De Prost Resp Med 2012

Nghién ctru héi ciru da trung tam tai Phap 2000-2017, 104 BN ICU

NGUYEN NHAN MIEN DICH CUA DAH

Tudi trung binh: 56, nam: 54%, viém mach 76%, b&nh mé lién két 24%

* Ho ra mau: 51%, hdi chitng phé&i than: 81%++++ (89% trong viém mach so véi 56% trong CTD)

sinh thiét tham ho tro chan doan

= Ning (ty 16 PaO2/FiO2: 150), suy h6 hap cap: 75% va CTD cép tinh hon (1 ngay trudc ICU so vdi

6 ngay)

= D3t ndi khi quan (IMV): 50% véi tiéu chi ARDS trong trung binh 12 ngay

= Cai IMV lau hon: cao tudi, viém mach, thoi gian tir Iic bat dau khé thé dén lic nhap ICU

= T vong tai ICU: 15%, néu IMV: 31% (it nghiém trong hon cac DAH khac : 50%)

= Bénh than man tinh (65%), diéu trj thay thé& than (24%), xo ph&i han ché& (36%) sau 2 ndm theo

doi

Can chan doan som dé sir dung cac phwong phap diéu tri (rc ché mién dich tich cuc va giam ty 1é tir vong/bénh tat

Mirouse, Crit Care 2020

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

THANG DIEM CHAN DOAN SG'M DAH MIEN DICH

4 thong so:
OR 95% CI p
= Khai phat triéu chirng h6 hap dau tién >11 days
= M&t moi va/hodc sut can trong 1 thang trude biéu hign  Time since the first respiratory
= Dau khép hoic viém khép symptoms | l.days 8.11 1.46-48 (}.01?
= Dam niéu>1g/l Fatigue a.nd;’or vfe.lglit loss® 1_4.3 2.5-97.6 0.006
i i Arthralgia/arthritis 60.7 3.8-968 0.004
Proteinuria =1 g/l 59 6.8-516 0.0002

Variable Points

Do nhay: 100%
Time since the first respiratory symptoms =11 days 52 D6 dic hiéu: 88%
Fatigue and/or weight loss® +2 Gi.a'\ tt:i tiérll dodn dwong: 0.75
Arthralgia/arthritis +3 ois e doan &
Proteinuria =1 g/l +3 ia tri tién déi am: 1

Picard Clin Invest 2010/ de Prost Lung 2013

DAH TRONG VIEM MACH LIEN QUAN ANCA
Phan tich gop 9 NC 1985-2012 (207 BN)
Reference n % of total AAV Age Male : Female ANCA pattern Diagnosis
cohort (Years)
Haworth [11]" 32 36%  (Not stated) (Not stated)  (NA) GPA 22
1985 MPA 10
Lauque [13] 29 (Not stated) 56 12:17 PR3-ANCA 14  MPA 29
2000 MPO-ANCA 11
Mixed 1
Klemmer [12] 20 (Not stated) 63 10:10 MPO-ANCA 6 MPA 17
2003 PR3-ANCA 13 GPA 2
Negative 1 CSSs |
Gallagher [10] 13 {Not stated) 65 6:7  MPO-ANCA 5 MPA 11
2002 (£2) PR3-ANCA 5 MPA+GBM 2
PR3-ANCA +
GBM 2
Negative 1
Lin [14] 12 Yo 60 9:3  MPO-ANCA 2 MPA 9
2009 (=17) PR3-ANCA 10 GPA .
CSs 1
Ravindran [15] 9 (Not stated) 52 4:5 MPO-ANCA 6 GPA [3
20010 PR3-ANCA 3 MPA 2
CSS |
ter Maaten [16]" T (Not stated) 48 6:1 MPO-ANCA 6 MPO 1
1996 (26-73) PR3-ANCA 1 PR3 6
Chen [9]" 5 8% 60 322 PR3-ANCA 5 MPA 5
2009 (17-78) MPO-ANCA 0
Ko:ﬂianm‘sky B0 {Not stated) 49 3:2  Positive 71 GPA 45
[17]2012 (13-86) ANCA +GBM 2 MPA 21
Negative 6 CSss 8
West, Intern Med 2013
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DAH TRONG VIEM MACH LIEN QUAN ANCA

* Tudi trung vi: 57, thwong mai bat dau hodc trong thoi gian tai phat bénh, ty 1é mac bénh: 30%

= Anti-PR3 ANCA: 57%, anti-MPO ANCA: 39% nhung MPA trén lam sang (52%) so v&i GPA (41%) so v&i EGPA (6%)
* Dang hdn hop véi Goodpasture (ANCA+ va GBM+)

* Hoi chirng phdi than (Viém than hoai tl liéu + suy than): 53%, sinh thiét than ho tro chan doan

= BAL va siderophages+++, trong GPA 50% bénh nhan khéng cé triéu chirng 1am sang

= Cin thd may xam 1an (IMV) trong 27%

= Ty lé tlr vong khé danh gid: 30%, nguy co tlr vong tang 8

= DPjdu trj: IV Methyl prednisolone bolus, ciclophoshamide, rituximab, thay huyét twong (PLEX)

West, Intern Med 2013

DAH TRONG GPA (U HAT WEGENER)

= Phan tich gop (18 NC va ca 1am sang)
= Tudi: 49 +/-17

= Thi€u mau Hb: 88 +/- 14 g/dI

= Hora mau: 61%, suy than: 67%

= Th& may xam 1&n: 61%

= T& vong: 20%

= Pjéu tri: rituximab, steroids, PLEX, ECMO

Da Silva, Cureus 2022
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DAH TRONG VIEM MACH LIEN QUAN ANCA

Dy dodn suy hé hap
Nghién ciru hoi ctru, 73 bénh nhan MPA va GPA tir Mayo Clic USA

ARFailure: 47%
ICU: 56%
Ti lé t&r vong: 22%

Table 3. Multivariate analysis of respiratory failure prediction in
the 73 patients with DAH secondary to AAV*

OR (95% CI) P
Spos:Fio, <450 at presentation 74 (9-180) <0.001
CRP >25 mg/litert 7.35 (1.7-48) 0.007
>30% neutrophils in BAL 6.4 (1.6-34) 0.009

Pa02/FiO2 luc biéu hién c6 thé dwoc dw doan

Cartin-Ceba Arthritis Rheum 2016

PIEU TRI DAH TRONG VIEM MACH LIEN QUAN ANCA
THEO ACR 2021

= TAN CONG:

* IV methyl prednisolone 500-1000mg/ngay trong 3-5 ngay
Sau d6 Prednisone 1mg/kg/ngay dén 80 mg, va giam liéu dan

¢ Rituximab: 375 mg/m2 (TTM) trong 4 liéu hodc 1000mg ngay 1 va ngay 15

¢ Cyclophosphamide: dén 2mg/kg/ngay trong 3-6 thang (uéng),
hodc 15mg/Kg (TTM) mdi 2 tuan trong 3 lieu, sau dé 15mg/kg mdi 3 tuan trong it nhat 3 liéu

= DUY TRi (2 ndm):
¢ Azathioprine: d&n 2mg/kg/ngay hoic
¢ Methotrexate: dén 25mg/tuan hoic

¢ MMF: d&n 1500mg 2 Ian/ngay hoac

* Rituximab: 500mg mdi 6 thang hodc 1g mdi 4 thang

Recommendation: For patients with active, severe GPA/MPA, we conditionally recommend
treatment with rituximab over cyclophosphamide for remission induction.

Chung Arthritis Rheum 2021
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PIEU TRI DAH TRONG VIEM MACH [.IEN QUAN ANCA
THEO ACR 2021: THAY HUYET TUONG

THAY HUYET TUONG (PLEX) hiéu qua trong trwdng ho'p ning:

= Wayne (JASN, 2007): ti€n ctru, ngiu nhién

137 BN MP+CPM so v&i MP+CPM+PLEX & BN cd creatinine>500 micromol/I

69% (PLEX) so v&i 47% s6ng st sau 3 thang ma khdng can loc mau (p<0,02)/gidm 24% bénh than giai doan cudi (ESRD)
Sau 1 nam: khong cd sy khac biét

= De Luca (J Autolmm, 2015): tai Phdp, hdi ctru

152 BN (126: suy than, 64: DAH-33% thé may xdm 13n)

DAH: 100% cai thién

Cai thién chirc nang than & thang thir 3 va thang th 6 trong 100% BN

= Zhu (Clin Nephrol, 2021): Phan tich gép 19 NC
PLEX giam nguy co mac ESDR sau 3 thang (0;002) nhung khéng gidm sau 1 ndm. Khéng cé sy khac biét vé ty 1é tir vong
Khéng cé lgiich trén DAH

PIEU TRI DAH TRONG VIEM MACH LIEN QUAN ANCA
THEO ACR 2021: THAY HUYET TUO'NG

PLEX khong hiéu qua trong trwérng ho'p nang:

= Walsh (PEXIVAS NEJM, 2020) NC tién ciru nggu nhién, SOC +/- PLEX
ANCA ning, murc loc cdu than <50ml/phut hodc DAH
700 bénh nhan, K&t cuc chinh: t&r vong theo diém téng hop va ESRD

Plasma exchange and glucocorticoids in severe '
PEXIVAS Beands et

ANCA-associated vasculitis #NephJC

—
[~ l

Randomization

[ Design |
Open label All: CYC or Rituximab
16 countries —
Y a Cl Tﬁ,[l
ANCA - vasculitis I

Primary outcome: death + ESKD

28 % 31%
+ Standard
PLEX x7 steroids —
e n=352 n=351 Cl=-34,8
%  mandatory 0, 0,
eGFR <50 Q 25 % 28 %
or l 0 Severe infections
Reduced
No PLEX sterolds
Hemorrhage n=352 ne=3s53
0, 0,
n=704 Median follow up: 3 years 33% Ci=052,093 27 %
Conclusions: Among patients with severe ANCA-associated vasculitis, PLEX did M. Walsh, PA. Merkel, C-A. Peh et. al. Plasma Exchange
not reduce the incidence of death or ESKD. A reduced-dose regimen of steroids and Glucocorticolds in Severe ANCA-Associated
was noninferior to a standard-dose regimen with respect to death or ESKD. Vasculitis. NEJIM 2020;382:622-31 W@NephroGuy
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PIEU TRI DAH TRONG VIEM MACH [.IEN QUAN ANCA
THEO ACR 2021: THAY HUYET TUONG

PLEX khéng hiéu qua trong trwéng ho'p ning:

= Walsh (PEXIVAS NEJM, 2020)

A Primary Outcome According to Plasma Exchange
100
7
£
u
5 75
a
‘s
&
5  S0-
= No plasma exchange
n
w
-]
= 25+
b Plasma exchange
3 B
0 T T T T T 1
0 1 2 3 4 5 6
Years
No. at Risk
No plasma 352 244 183 136 82 44 10
exchange
Plasma exchange 352 252 186 135 82 43 10

PIEU TRI DAH TRONG VIEM MACH LIEN QUAN ANCA
THEO ACR 2021: THAY HUYET TUO'NG

Recommendation: In patients with GPA/MPA with active glomerulonephritis, we conditionally
recommend against the routine addition of plasma exchange to remission induction therapy.

Recommendation: In patients with active, severe GPA/MPA with alveclar hemorrhage, we
conditionally recommend against adding plasma exchange to remission induction therapies.

NHUNG PEXIVAS str dung CPM liéu cao va MP TTM liéu xung, c& mau DAH nhd, ESRD sau 3 thang?

PLEX LA DIEU TR] « CO’'U VAN » CHO BENH NHAN NANG KHANG TRI? (am soc of Apheresis)

Va
PLEX CO THE MANG LAI LO1 iCH GIAM ESRD & THANG THU' 3, VA LIEU STEROIDS +/- CPM (Toyoda Clin Rheum Rep 2022)

Combination treatment with rituximab, low-dose
cyclophosphamide and plasma exchange
for severe antineutrophil cytoplasmic
antibody-associated vasculitis

Gulati Kidney Int 2021
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DAH TRONG LUPUS BAN DO HE THONG (SLE)

Khoéng phai 1a nguyén nhan thwéng gip nhat gy tén thwong phdi trong SLE (ty 1& mac bénh: 0,5%-5%) nhwng ¢6
thé dwéi lam sang

Nang: ty lé t&r vong 50% trong qua khi va 30% trong giai doan 2000-13

60% ni, tudi trung binh 37, hiém khi kh&i phat (10-20%), thuwdng xuyén ho'n trong 5 ndm dau tién sau khi khéi
phat SLE

Thuéng cap tinh
Khé th, gidam oxy mau, ho ra mau hiém gip (27%)
Giam Hemoglobin gan day (1.5-2g/dl), CT-scan, ndi soi phé quan

BALF (thuong dai thuc bao c6 mau, chira hemosiderin) ++++++

Kazzaz Lupus Sci Med 2015/ Ednalino J Clin Rheum 2015/ Al-Adhoubi Lupus 2020)

DAH TRONG LUPUS BAN PO HE THONG (SLE)
Table 1 Diffuse alveolar haemorrhage presentation
Active features Frequency Percentage
. Boalii g (64) THO MAY
—Hypoxaemia 12/22 (55) XAM LAN: 9
Cough (no haemopitysis) 9/22 (41) :
g Haemoptysis 6/22 (27)
3 BAL
s Bloody retum 8/14 (57)
g Haemosiderin-laden M@ 2714 (14)
B SLEDAI-2K scoret 11.4+7.3
= Any lupus rash 5/22 (23)
Arthritis 4/22 (23)
Serositis 7/22 (32)
Nephritis 8/22 (36)
Neuropsychiatric 2/22 (9)
Years (lupus diagnosis to DAH) Leucopenia 5/21 ( 23)
Haemolytic anaemia 2/22 (9) BENH HOAT
Hi&m khi khéi phat Thrombocytopenia e (23) "PONG
Raynaud's 2/22 (9) ;
__Hypocomplementemia 15/20 (75)
Down from baseline 12/16 (75)
Kazzaz Lupus Sci Med 2015 E"'l’]’:',fg"?'basmd:,gg’\ 13’,}2 22
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DAH TRONG LUPUS BAN DO HE THONG (SLE)

Yéu t6 nguy co’ ctia DAH

Phan tich don bién

Kazzaz Lupus Sci Med 2015

DAH TRONG LUPUS BAN DO HE THONG (SLE)

Phan tich don bién

Phan tich da bién

Giam tiéu cau <100,000 nhwng >50,000
No6ng do C3 giam
NHIEM TRUNG ++ Kazzaz Lupus Sci Med 2015
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DAH TRONG LUPUS BAN DO HE THONG (SLE)

A
= 100 - =t Control
% 754 —— DAH 5 ta g an A PR a ..
g Ty lé tir vong nghiém trong hon, bao gom ty Ié tir vong lau dai,
g e so v&i SLE khéng c6 DAH
g 25- p=0.
3 " Kazzaz Lupus Sci Med 2015
T 1 1

1
0 10 20 30 40 50
Time from lupus diagnosis (years)

= NHIEM TRUNG (p= 0.001)
* Tudi cao ltic chan doan (p=0.01)

Cac yéu té nguy co tir vong = Thei gian mac bénh (p<0.05)
Phan tich gop . = Giam tiéu cau
8 nghién ctru, 251 bénh nhan = Gidm bo thé

= Viém than Lupus hodc tdn thwong than kinh trung wong
* Thé may xam lan (p<0.0001)

Jiang Arthitis Res Ther 201

DAH TRONG LUPUS BAN DO HE THONG (SLE)
PIEU TR

KHONG CO NC RCT

= Pidu trj ho tro: ICU, ECMO.....

= Methyl Prednisolone IV bolus 1-3 ngay, sau d6 prednisone udng
= Cyclophosphamide

= Rituximab

" IVig

» Thay huyét twong (PLEX)

" Yéu té Vila

= Khang sinh phd rong thuong dung trén cac bénh nhan nay do ty 1& mac va tién lweng xau cha nhiém triung

TIEP CAN TOAN DIEN TRONG CHAN BOAN VA DIEU TRI CAC BENH CO XUONG KHOP
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DAH TRONG HOI CHU'NG KHANG PHOSPHOLIPID (APS)

* DAH hiém gip & APS (<2% trong s6 500 bénh nhan dwoc theo ddi trong ho'n 16 nam)
* Thwérng xuyén hon (12%) trong APS tham hoa (CAPS)

= Sinh bénh hoc: Viém mao mach qua trung gian phirc ho'p mién dich (50%), vi huyét khai (23%), xuat huyét it (45%), ting
sinh nGi m6 do mTOR gay ra

* Thuwdrng gip 13 nam gidi (62%), 40-50 tudi, mé'i khéi phat (11%), chl yéu 12 5,8 ndm sau chan doan ban dau

= Thudrng lién quan dén van hai I3, ting ap phai, livedo, loét da, tai bién san khoa, tén thwong hé than kinh trung wong
= Gidm oxy mau, ho ra mau (chi 60%), ho, dau ngwc ki€u mang phdi, Khé thé ++ nhwng ARF chli yéu & CAPS

= D& nhiém khuan dwong hd hap (virus hodc vi khuan)

= Khang déng thwérng khong hiéu qua

= Noi soi phé& quan va BALF+++ v&i sang loc nhiém trung trong giai doan cap tinh

DAH TRONG HOI CHU'NG KHANG PHOSPHOLIPID (APS)

* Lui bénh dat dwoc trong 65% khi diéu tri
* Tai phat (55%) khi gidm liéu steroid
PIEU TRI:

* Trong dang cap tinh:
* Nhap vién, ICU, diéu trj ho tro
+ Khang sinh phd rong theo kinh nghiém do nguy co’ nhiém truing cao & nhitng bénh nhan nay
* Methyl prednisolone IV bolus sau d6 steroid duéng udéng
» Thudc trc ché mién dich can thiét dé giam tai phat: MMF +/- Rituximab
* Né&u khang tri: IVlg, PLEX
¢ Ngirng thuéc khang déng cho dén khi ngirng chay mau

= Trong biéu hién man tinh:
 Steroid dwérng udng (tdi da 1mg/kg 60mg/ngay)
*  MMF +/- rituximab

TIEP CAN TOAN DIEN TRONG CHAN BOAN VA DIEU TRI CAC BENH CO XUONG KHOP
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DAH TRONG HOI CHU'NG GOODPASTURE
KHANG THE KHANG MANG PAY CAU THAN (GBM)

C-terminal
B Trimeric cap

GBM
Triple helical promoters a3, a4, a5 chains Hexameric NC1 domain

2 key epitopes trong a.3(IV)NC1 cho auto-Ab:

o EA: AA17-21 (N-term)
EB: AA 127-141 (C-term)

Quarternary structure
Sulfilimine bonds

crosslink NC1 domains j;f;ﬂfd(’w 1 %3

%

DAH TRONG HOI CHUNG GOODPASTURE
KHANG THE KHANG MANG PAY CAU THAN (GBM)

Bénh hiém gip: <2/106 dan/ndm

Do Ab tin cong vung khong tao collagen (NC) ctia chudi a3 cla collagen loai IV (a3(IV)NC1:
Goodpasture Ag

Lién két chit ché véi HLADR2 (80%) DRB1*1501, DRB1*0401 trong khi DRB1*07 bao vé
Pa hinh cia COL4A3 (gen m3 héa cho Goodpasture Ag): khong lién quan dén khuynh huéng

Biéu hién han ché & mang day clia mao mach cau than va phé nang
Hai chiéu: 1 dinh & tudi 30, bénh than va phdi va 1 dinh & tudi 60, biéu hién than do'n déoc

« Bung phat »: cac yéu t6 méi trwérng nhuw hat thudc 13, hit hydrocarbon, vi rit, thudc khang CD52 (alemtuzumab) dwoc sty
dung trong bénh da xo’ cirng

TIEP CAN TOAN DIEN TRONG CHAN BOAN VA DIEU TRI CAC BENH CO XUONG KHOP
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DAH TRONG HOI CHUNG GOODPASTURE
KHANG THE KHANG MANG DAY CAU THAN (GBM)
B ;:-‘-""_'.-'_

¥4

BIEU HIEN: i

= Cap tinh: 80-90% GN tién trién nhanh va 40-60% DAH dong thoi 2R\
* DAH riéng lé cwc ky hiém PRI TR P :
= DAH dé phat hién nhwng BALF c6 thé hitu ich SR R e W N

= Sinh thiét than: hinh liém 13 dau hiéu dic trung (95%)
= 90% >50% cau than anh hwéng

* PJ tudi déng nhat (trai ngwoc véi RPGN)

= Vung hoai ti fibrinoid

Large cellular crescent Synchronous lesions

DAH TRONG HOI CHUNG GOODPASTURE
KHANG THE KHANG MANG PAY CAU THAN (GBM)

CHAN POAN

= Xét nghiém mién dich: +++

anti-GBM lwu hanh dwoc phat hién bang xét nghiém mién dich
K&t qua trong 24 gid

Am tinh & 10% bénh nhan

=Ling dong mién dich:
Mién dich huynh quang truec tiép trén sinh thiét than déng lanh (khong thwc hién & phdi): d6 nhay cao
Dang ribbon dwong ro

C6 thé& am tinh trong GN ndng: ciu tric bj pha v&

Mac Adoo Clin J Am soc Nephrol 2017
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DAH TRONG HOI CHU'NG GOODPASTURE
KHANG THE KHANG MANG PAY CAU THAN (GBM)

Daily 4 L. exchange for 5% human
albumin solution. Add fresh human
plasma (300-600 ml) within 3 d of
invasive procedure (e.g., kidney biopsy)
orin patients with alveolar hemorrhage.
Continue for 14 d or until antibody levels
are fully suppressed. Monitor antibody
levels regularly after cessation of
treatment because plasma exchange may
require reinstatement if antibody levels
rebound.

Plasma exchange

Cydophosphamide 2-3 mg/kg per d given orally for 2-3 mo.
Reduce dose to 2 mg /kg in
patients=55 yr.

Corticosteroids Prednisolone 1 mg /kg per d (maximum 60

mg) given orally. Reduce dose weekly to
20mgby 6 wk, then gradually taper until

Monitorand correctas required: platelet
count, aim =70 X 10?/L; fibrinogen,
aim =1 g/L (may require
cryoprecipitate supplementation to
support PEX); hemoglobin, aim for
=90 g/ L; corrected caldum, aim to
keep in normal range

Stopifleukocytecount falls to <4 X< 107/
L and restart at reduced dose when
recovered. Insufficient evidence to
recommend use of IV
cycdophosphamide.

There is no evidence to support the use
of methylprednisolone, and it may
increase the risk of infection

complete discontinuation at 6—9 mo.

Prophylaxis against oropharyngeal fungal
infection (e.g., nystatin, amphoteridn, or
fluconazole) while on high-dose steroids.
Peptic ulcer prophylaxis (e.g., with PPI)
while on high-dose steroid treatment.
Prophylaxis against PCP (e.g.,
cotrimoxazole) while receiving high-
dose corticosteroids and
cydophosphamide. Consider acyclovir
for CMV prophylaxis. Consider
prophylaxis against HBV reactivation
(e.g., lamivudine) in patients who have
evidence of previous infecion (HBV cAb
positive).

Prophylactic reatments H, receptor antagonistsin those whoare
intolerant of PPI. Cotrimoxazole may
contribute to leukopenia; monitor
leukocyte count. Alternatives include

nebulized pentamidine.

DAH TRONG HOI CHUNG GOODPASTURE
KHANG THE KHANG MANG PAY CAU THAN (GBM)

= Diéu tri hé tro: ICU, chay than nhan tao, IMV (11% bénh nhan)
» Rituximab??

= Tién lwong:
+ Néu creatinine <500 micromol/l: ty |é than héi phuc 95% sau 1 ndm, 94% sau 5 ndm
+ Néu creatinine >500 micromol/l: ty 1& than héi phuc 82% sau 1 ndm, 50% sau 5 ndm
+ Néu chay than nhan tao ban dau: ty 1é than héi phuc 8% sau 1 ndm
+ Néu chay than nhan tao ban dau + 100% sang thwong liém trén sinh thiét: Khong hdi phuc
« Tai phat rat hiém <3% va lién quan chat kich thich phéi nhw hat thudc 14, hydrocarbon

= Ghép than:
= Sau khi loai bé auto-Ab it nhat 6 thang: tai phat <3%
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DOUBLE ANCA duwong + anti-GBM
* ANCA (anti-MPO ++) hién dién trong 30% of anti-MBG
¢ Thé hon hop. DAH: 35%
Table 2| Histopathology b - A——
Anti-GBM  Double positive P value it

Underwent biopsy, n (%) 29 (71%) 25 (68%) 0.81 = & ==+ AAV
Mean age at biopsy, yr (range) 46 (13-91) 62 (46-76) <0.01 2 Fo [ il . Anti-GBM
Renal status at biopsy 0 T — Double positive
« Required RRT 52% 54% 1.00 g0l
« eGFR," ml/min (range) 21 (5-90) 16 (8-73) 078 3 —— -
« Serum creatinine” 275 (62-677) 315 (71-606) 0.75 — 404

pmol/l (range) 3 —
Glomerular findings % '
« Crescentic glomeruli, % 64% (0-100) 64% (25-100) 098 w 20+
« Sclerotic glomeruli, % 0% (0-80) 15% (0-100) 0.19 ®

Normal gl 1 9% 0 T T T T 1
(Tubular atrophy, % (range) 5% (0%-30%) 27% (0%-80%) <0.0" 0 24 48 72 9% 120
Immunofiuorescence pattern [X AAV 589 364 264 177 12 6
« Linear IgG 79% 80% GB8M 4 " 8 5 3 2
« Pauci-immune 3% 8% o b ! Lo # ! $
« Technically inadi 17% 12% Time (mo)

Adoo MC et al. Kidney Int 2017

=DAH hiém gip nhwng ning né

= Poi luc rat khé chan dodn: BALF++++

= C6 nhiéu nguyén nhan khac nhau

= DAH mién dich dai dién cho mét trong nhitng nguyén nhan thuwong gip nhat
= VViém mach ANCA

= Hoi chirng Goodpasture

= SLE

= Xét nghiém mién dich tim nguyén nhan: ANCA, anti-GBM, ANA, APS, b3 thé

= Chan doadn s&m cac nguyén nhan mién dich rat quan trong dé bat dau diéu tri trc ché mién dich sém

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




