Téng quan chan doan va diéu tri Héi chirng
tan huyét ting Ure mau thé khong dién hinh
(aHUS)

TS BS Huynh Ngoc Phuong Thio
GVC B) mén Nji Téng quat, Trudng Y, Pai hoe Y Duge TPHCM
Truéng Khoa N§i Thian — Thén nhén tao, Bénh vién Pai hoc Y Duwgc TPHCM

hrombotic

Thrombotic xuét phat tiv t thrombosis, c6 nghta la c6 kha nang
hinh thanh cuc mau déng bao gém nhiéu té bao mau va protein
khac nhau trong mach mau'-2

Ban chét lan téa va toan than cua

mach va tiéu dong mach3 gay ra tinh trang thiéu mau cuc bo
) : ) va cudi ciing la suy co quan.?
ngiopathy

Angiopathy I mét bénh cia mach mau, co thé théy ro néu ton
thwong mach mau & phan mé hoc®

ICro TMA c6 kha nang anh hwéng dén hé
Cac cuc mau déng hinh thanh trong cac mach mau nhé, nhu mao  thong vi mach cua nhiéu hé co quan,

TMA thrombalic microangiopathy
1. Goodship THI ef a, 1 2017:91:539-51; 2. Azoulay E et al. Chist 2017:152(2y424-34; 3. Campistol JW et al. Nefologia 2015:35:421-47
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Tuyén bb mién trir trach nhiém

« Bai trinh bay do AstraZeneca tai tro dwdi sw hop tac véi Hoi Loc mau TPHCM. Néi dung

chi danh cho cac chuyén gia y t&, khang danh cho bét ky vai trdé chuyén mén nao khac.

« Trong bai thuyét trinh nay c6 thé d& cap dén d liéu cla cac loai thubc hodc chi dinh cé
thé chwa dwoc phé duyét tai Viet Nam. Noi dung dwoc dwoc trinh bay véi tinh than gido
duc va quyén clia cong ddng khoa hoc va y té duoc théng tin day da vé tién bd khoa hoc
va y té, nhu quy dinh trong IFPMA/Pharma Code. Théng tin nay khéng dwgc xem la
khuyén nghj cho viéc st dung thudc hoac chi dinh. Vui Iong chi tham khao théng tin san

phdm da dwoc phé duyét tai Viét Nam.

Cac dang chinh cia TMA
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Phan loai HUS va TTP theo nguyén nhéan
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Ty 1& méc va ty Ié lwu hanh cta aHUS

Toan b dan sé
Tyle Iy hanh: 4.9/trigu ngudi
Ty lé mac hang nam: 0.23-1.9/t:

Ty I& luu hanh: 2.2-9.4/triéu nguwdi
Ty Ié mac hang nam: 0.26-0.75/triéu nguwoi

~0.11-0.23
caltrigu nguoi tai ~0.79-1.58ca
chau AU duwge chin doan/
trigu ngudi tai
Japan?®
~2 caltrigu ngudi/nam
tai US2¢

“|Khoang 50% (387/851) bgnh nhan dwec chan 1082 23% (49/217) bénh nhan gép trén 4 bac si
1 dodn truéc 18 tudi”e EDEDEDED  trwéc khi dwoe chan doan aHUSEd

Figure created by Aexion Pharmaceuticals,Inc. for sirative purposes.
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+ aHUS c6 thé xay ra & bat ky dé tudi nao, voi
tan suét cao kh&i phat cao hon mét chut &
thoi tho du (gan 60% so véi 40% trong thoi ky
trwdng thanh)!

Hau hét tré (70%) méc aHUS khéi phét bénh
truée 2 tudiz

aHUS, atypical herolylc ueric syndrome
1. NHS England. Avallebe from:

Trong sudt thoi tho &u, tan sudt méc aHUS
can bang can bang gitia bé trai va gai 23

(e} thoi ky tredng thanh, niv giéi ¢é kha nang
mac cao hon nam giéi 22 (da phan do mang
thai I3 mét yéu té khdi phat banh?)

o
rgiand Kivp-cor
National Organisation for Rare Disorders. Avaiable from: hips!raredseases.org
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Dich té cia TMA sau ghép than

Nguyén nhan PT-TMA3

Do dét bién protein trong hé théng bd — Infection
thé: aHUS — Viral: CMV, parvovirus, Nile fever
+  TMAsau ghép (PT-TMA) duoc quan + PT-TMA de novo hodc aHUS lién quan Fungl
sét thy trén 0.8%—14% ca ghép dén yéu t6 kich hoat
than'2 - X X Antiphospholipid syndrome

i —  Lién quan dén tang hién
+  PT-TMAmGi xuat hién (de novo) phd PR YR "
bién hon nhiéu so voi aHUS ti phat o Hoathoa be ine fen quan e ign quan dén ghép: bénh e tinh,
(chiém 90% so voi 10% tong s6 ca), mang thai, cac thudc khac (anti VEGF,
nhuwng nguy co TMA sau ghép & o Ischemia reperfusion injury gemcitabine)
nhitng bénh nhan tirng mac aHUS lai
cao hon rét nhidu (cao hon 36,5 Ian; Thube
29% so Vv6i 0,8%)? -
o Calcineurin inhibitors

o mTORIis

Cac nguyén nhan khac ctiaTMAkhong

Bién cb lién quan sau ghép

- ABMR

fibody mediated refction; CMV, cylomegalovirus: DBD, donor a
iy T, oot microangopaty. VEGE  vascoar andonlal
Reynolds J et al Kidney Dis 2003:42:1056-66:5. Al A o

brain Goath; DOD, donor afer eatf mTOR's, mammalan targetof
outh factor
i Med (Lausanne) 2021:8:642664

aHUS Ia bénh Iy hoat héa bd thé khong kiém soat, gay ra
cac tén thwong co quan tién trién va nghiém trong 12
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Ganh nang bénh tat

aHUS & ngwoi Ién va nguy co bién chirng?

aHUS 14 bénh siéu hiém, de doa tinh mang, phtrc tap va khong dw doan
dwerc, do hoat héa bd the khong kiém soat, biéu hién dudi dang TMA qua
trung gian b thé, cé thé dan dén tén thuong/suy co quan tién trién, nghiém

@ trong11-%

Lién quan dén s réi loan diéu hoa cia con dwéng thay thé cia bd thé (cac
bién thé bénh Iy va da hinh &nh huwéng dén chirc nang cia nhiu protein bd thé
hodc khang thé tu midn CFH)*8

” Co Ihe xay & & bét ky do tudi, voi tn suat cao kh&i phat cao hon mét chut & thoi
tho &u (gan 60% so véi 40% & thoi tho &u)®

Figure created by Alexion Pharmaceutcais, Inc
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Upto  C céc trigu chirng than kinh, gdm"b:
*25% - Lulén? « Dotquy?

* Encephalopathy?+ « Cogiat?
Upto C6 cac trigu chirng tim mach, gdm™b:
~—232% - Thuyén tic mach?
« Hep mach*
« Bénh co tim24

« Tang huyét ap?
+ Nhéi mau co tim34

Upto Cé cac triéu chirng tiéu hoa, gdm™b:

-#33% - Viém dai trang® + Nén/Budnnén?
+  Daubung? + Viém da day rut>s
- Viem tuy? + Tiéu chay?

Upto  Tién trién dén suy than man gi:
31% - Tang creatinine?
(at1year) «  Giam eGFR7

doan cudi ESRD"b:

Upto . Protein niu® Céc bién chirng mach mau 16n khac:
49% Other macrovascular complications:
'315 + Bénh déng mach ngoai bién®
+ Hoai tlr 4ot ngon tay'®
e uised hluarm.\gu ront e o n hose e i s Ot colectd o i) S Py (KT werat
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Ty lé tir vong

Nguy co méc TMA van dang dién ra, khong thé doan trwéc
va c6 thé de doa tinh mang & nhirtng bénh nhan mac aHUS"2

Trong nghién ctru aHUS Global Registry?, 2/3 bénh nhan da phai chiu dwng thém cac biéu hién ctia TMA ngoai cac biéu hién ban
dau (n=808)"

Nguy co ESRD hoic tir vung1 b

5 nam sau khéi phal bénh

@
M Bénh nhan
I II- 49%
[[]
o o
Bénh nhan
nhi

Ty 18 ESRD thap hon quan sét dwoc trong nghién ctru Global aHUS Registry c6 thé lién quan dén survivor bias va censoring
bénh nhan eculizumab trong phén tich ban dau, déc biét Ia bénh nhan tién trién nhanh véi eculizumab?

Jzumab weatmer
jvalat 1 and 5 y

“Data colctd o ioal S ety 851 aHUS This sty characterized ESRD-free survival

of
mmm ESRD, end-stage renal dsease: T
).408-18;2. Fromeaux Bacchi V

1. Schaler ., ot a. Kichey

Ty lé tich liiy cia ESRD hoac xac suat tr vong & bénh nhan

ngwoi Ién va tré em mac aHUS

Ty lé ESRD hodc tir vong theo th&i gian sau khéi phat aHUS & tré em va ngwoi Ion
tlr mot nghién ciru tai French (N=214)a>

80% = Adults (n=125) = Children (n=89)
0% 4% Sau khoi phat bénh 1 nam,
60% 56% 56% (70/125) bénh nhan ngwoi

I&n va 29% (26/89) bénh nhan tré
em trai qua ESRD hodac tir vong

50%
40%
30%

Cumulative rate, %

20%
10%

0%
At 1 month At 1 year At5 years”
1 sse-a2

Figure adapted from Fremeaux-Bacchi V.
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“This was a natlonuide study
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aHUS. atypical
Fremsaue Bacs

12/16/2025

Chan doan




Chan doan aHUS!

Hién chwa c6 chi dau sinh hoc xac dinh cho aHUS? Céc dic diém Iam sang chdng 1ap?

Khéng co xét nghiém don (é nao ¢6 thé chan doan chéc chén Céc dac diém lam sang cia aHUS, nhuw gidm tiéu céu va thiéu
aHUS; cac bién thé gen l?ﬁ thé khéng duoc phét hién & 40%— mau tan mau, ciing la dac trung cda nhiéu tinh trang bénh ly
60% bénh nhén aHUS bang cac xét nghiém hién c6 khac

Céc bénh Iy nén c6 thé kich hoat aHUS? Khéi phat tién trién®

aHUS c6 thé duor kich hoat béi cac tinh trang bénh Iy nén cé Bénh nhan c6 thé khéi phat bénh mot cach tién trién, véi cac chi
trigu chimg chéng I4p, diéu nay c6 thé che I&p aHUS va lam s6 xét nghiém dudi lam sang hodc dao dong, va tang dan
phire tap viéc chan doan creatinin méu, cuéi cung d&n dén bénh than man tinh (CKD)

Chan doan aHUS can dwa vao Iam sang, str dung cac xét nghiém nham loai trir nhitng nguyén nhan khac gay TMA'?

aHUS la chén doan lo: é khéng héi phuc!

olytic uremic syndrome: CKD, chvonic idney disease: SCr, serum creatiine; TMA thrombolic mcroangiopathy
al. Nefrologia 2015:35(5):421 47 2. Fakhouri Fand Frémeaux-Bacchi V. Nat Rev Nephrol 2021:17(8):543- 63.3. Laurence J o

1 Ady Homatol Oncol 2016:14(11)(suppl 11)2-15; 4. Loirat C and Frémoaus Bacehi V.

Chan doan TMA (1/2)12

Giam tiéu cau Tan mau vi mach
C6 manh v& hédng céu va/hoic
Sé lwong tiéu ciu <150.000/mm? Tang mirc LDH va/hodc
hodc giam >25% so véi gia tri ban Giam mtrc haptoglobin va/hoac
dau Giam mtrc hemoglol

Cong thém 21

Triéu chirng than kinh Suy than Triéu chirng tiéu héa
L4 1an va/hodc Tang creatinine va/hoic Tiéu chay £ mau va/hodc
Co giat va/hoac Giam eGFR va/hoac Budn nén/ndn va/hoic
Dot quy, va/hoac Tang huyét 4p va/hoac Dau bung va/hoac Viém da day
Nhirng bat thwong khac & nao Phan tich nwéc tiéu bt thwong ruétiviém tuy

Triéu chirng tim mach

pujCt pnge Triéu chirng hé ha Triéu chivng t!
Nh6i mau co tim va/hoac K 5 Y Pauvamd mgaa va/hoac
Tang huyét ap valhosc Téc mach véng mac va/hoac
Hep déng mach va/hozc Xuét huyét mat
Hoai tir ngoai bién

Figure acapted rom Laurence J et af. Cin Ady Hematol Oncol 201614(11 suppl 11)2-15

OV, cardiovasauiar; sGFR, estimated gomeruar ftration ate; G, o
E

final LDH, lctate dehycrogenase: M1, myocardialifarcton; TWA, tombotic microangiopathy
S12017;152:424-34;2. Laurence J ot a 15

i Homalol Oncol 2016:14(11 suppl 11)2-
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Chan doan TMA (2/2)'-6

Tan mau vi mach
C6 manh v& héng ciu valhodc
Téang mirc LDH va/hodc
Giam mirc haptoglobin va/hodc
Giam mirc hemoglobin

Giam tiéu ciu

$6 lwong tidu cu <150.000/mm* hoc giam
>25% so véi gid trj ban diu

Cong thém 2 1

Triéu ching than kinh Suy than Triéu chirng tiéu héa

Triéu chirng tim mach Triéu chirng hé hap Triéu chirng thi giac

Danh gia hoat dong cua ADAMTS13 va xét nghiém Shiga-toxin/EHEC
Khi chua c6 két qua ADAMTS13, s6 lvong tiéu cau >30.000/mm? va/hoidc mirc creatinin huyét thanh (SCr) >1,7-2,3 mg/dL gan nhw
loai trir ch&n doan thiéu hut ADAMTS13 nang (TTP)

ADAMTS1355%—-10% ADAMTS13>5% Dwong tinh véi Shiga toxin/EHEC

Figure adapted from Laurence J o i, Clin Ady Hematol Oncol 2016:14(11 sugpl 1

DH actate

ADANITS13, a disintegrin and metaloproleinase wih a
um creatiine; STEC-HUS, Shiga i o rome; TIA, throrbor pathy: TTP. inombotic thrombacyloperic purpura

Sculy M et & 3515, Tsai WM. Int S

Cac xét nghiém va quy trinh dworc khuyén céo cho TMA (1/2)

+ Hb so bénh an day di (bao gdm ca thudc da ding, dir ligu vé cac bénh hé théng, tién st ca nhan va gia dinh)
«  Kham lam sang toan dién, bao gébm kham day mét

+  Céc xét nghiém mau va nuéc tiéu thuong quy

Binh lvong haptoglobin

+  DBinh luong bd thé huyét thanh

«  Phét mau ngoai vi

«  Xétnghiém huyét thanh cac bénh hé théng (ANA, anti-ADN, ANCA, anti-scl-70, va anticentromere)
+  Khang thé anti-cardiolipin va khang déng lupus

«  Xétnghiém huyét thanh HIV, HCV, HBV, CMV, va H1N1

+ Xét nghiém déng mau toan bd, bao gdm fibrinogen, san phdm phan gidi fibrinogen, va D-dimer

« Tim céc vi khuan gay HUS dién hinh va xét nghiém Shiga toxin (néu c6 chi dinh 1am sang)

s ANA, anlinuciear antbocy: ANCA, o neutrophil cytoplasic antisch70, MV, cytomeg: HBY, hopatis B virus; HCV, hepatils C virus; HIV, huan
1US, hemolyic uremic syndrome; TMA. hrombtic microangiopathy
20153542147

DN, ant-deoxyrbonue
immunodefiiency
Campistol JM ot




Cac xét nghiém va quy trinh dwgrc khuyén cao cho TMA (2/2)

Cac xét nghiém
Nhiém STEC

L&y mAu phan khi cé tiéu chay hodc cdy hau mén; cdy STEC (MacConkey cho Escherichia
coli 0157:H7); PCR cho cac gen Stx 0157:H7 va céc chling huyét thanh khac, cuing cac dac
diém virus khac; ELISA va/hodc nudi cly té bao Vero dé phat hién Stx trong huyét thanh;
khang thé anti-LPS déi véi cac chiing phd bién.

Céy vi khuan (thuong la dich co thé vo khuén); xét nghiém DAT (Coombs), xét nghiém virus
(hé hép), X-quang nguc (tran dich mang phdi thuwong gap), hda té bao va céy dich nao tay
trong truéng hop viém mang néo do phé ciu.

Réi loan didu hoa bd thé +  Dinh lvgng C3, C4 (huyét twong/huyét thanh), AH50

+  DBinh lwgng CFH, CFI, CFB (huyét tvong/huyét thanh)

+ Khang thé ty mién chéng CFH

Nhiém phé cau

+ Do biéu hién bé mat MCP trén bach cAu (bach ciu da nhan hodc don nhan béng ky thuat
FACS)

Thiéu hut ADAMTS13 Pinh luong hoat tinh ADAMTS13 trong huyét twong hodc néng do (ELISA) + chét trc ché

Chuyén héa cobalamin: acid
methyimalonic

Séc ky acid amin trong huyét twong/nuéc tiéu (phat hién téng homocysteine, giam methionine,
homocystin nigu); séc ky acid hitu co' trong nuéc tiéu (methyimalonic acid niéu)

ADANTS 15, gt and otlriena i rombosgoi e | o member 15 A0, comlomen ama patay assay: G54, compementcomponan 34, OFBcolrnt fckr 8 gne OFH. conplomet factor H g
e e T, i oul ore ook st LPS, toSponsaccnande.CP. memevane. coacorp

Cac dau hiéu bé sung c6 thé lam ting nghi nge aHUS (1/2)

Theo mot nghién ciru, c6 27% tré em va 14% Vidu nhu:®
ngudi Ién méc aHUS co tién sir gia dinh duong

A e tinh.!

Tuy nhién, do tinh cht tham nhap khong hoan
toan, bénh nhan van c6 thé mang yéu té di
truyén gay aHUS du khong c6 tién st gia dinh
16 rang.2

C6 cac dau hiéu hay triéu chirng phu hop voi Vi dyb7:
cac biéu hién trudc do cia TMA*

Co6 ngudi than bi suy than
khoéng ré nguyén nhan

®

« T&ng huyét ap ac tinh

Bénh nhan c6 thé khong xuét hién ngay cac - Dot quy hoiic nhdi mau co tim
triéu chirng dién hinh nhw gidm tiéu cau, thiéu kHéng 3 néuyén nhan
mau hay ton thuong than ngay tir dau.s . L
« Tinh trang tien san giat/HELLP
Vi ton thuwong than kéo dai sau
khi mang thai

i microangiopathy
3. Lhotta K efal. Gl Am Soc Nephrol 2009:4:1356-62; . Barbour T et al. Nephrol Dil Transplant
Am  Transplant2013,13:663-75

aHUS, atypial nemolytic o HELLP, hamo

remeausBaceh m Soc hephrol2013
20727 3675.85,5 Lovat o P Nophrof2016:31
Note: This s, < shoud referto
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Tam quan trong cuta viéc chan doan sém aHUS

Khi nghi ngd' TMA...

Khai thac day du tién st
bénh bao gdm cac dot TMA
trw6c day va bénh than
khong ré nguyén nhan.2

Cén lam ngay xét nghiém
hoat tihh ADAMTS 13
trwdc khi can thigp dé dai
béo két qua chinh xé4c.12

Loai triv hiéu mau tan huyét
tw mién bang xét nghiém
Coombs am tinh?

Khai thac tién st gia (Tmh Ct
cac tredng hop TMA h
t6n thwong/suy than

inh dieu tri ngay lap

DA
La

12 ot ans okt i ronkospon e | Tl erker 3,aHLS, sy b e sy T ot
o Jotal. matol Oncol 2016:14(11 suppl 1 ‘Aaouay  ofal, Chest 2017:152:424-34:3, Kato H o a. Pedialr nt 2016;58:54

Cac d4u hiéu bé sung cé thé 1am tang nghi ngé aHUS (2/2)

Viéc xac dinh ndng dd bd thé co thé
hitu ich, nhung c6 dén 80% bénh nhan
aHUS van c6 néng do C3 huyét thanh
binh thuong
Néng d6 C5b-9 c6 thé cho thay c6 TMA
nhung khong thé phan biét gitra cac
nguyén nhan TMA ciing nhu cac yéu t
khi phat aHUS

Sy hién dién ciia cac cuc méu dong

Nong dd protein bd thé khong phai la chi déu sinh hoc
déng tin cay cho chan doan aHUS

|M N oz Nbng dd bb thé c6 thé tang trong cac nguyén nhan TMA

khac, bao gém ca TTP

Sinh thiét mach mau cé thé giip phan biét aHUS voi

TP giau fibrin c6 thé goi y aHUS.
—  Huyét khéi trong aHUS thuéng giau fibrin +  Céc béng chirng md hoc vé ton
— Huyét khéi trong TTP thuong giau tidu cu va thuong TMAG than

VWFTTP +  Lé&ng dong bd thé dau cudi trong vi

. e
Sinh thiet mach

Léng dong C5b-9 trong mé cé thé gap & bénh nhan TMA
«  Sinh thiét than c6 thé hiru ich dé xac dinh tén thuong
TMA trén mé hoc ddi voi mot sé bénh nhan, nhung day
la tha thuat khé thue hién néu cé gidm tiéu cau va khong
thé phan biét aHUS voi STEC-HUS

m nay c6 thé lam ting ng
chan doan aHUS

aHUS, aypicalhemalic waric syndome; G-, conglament congones 365 STECHUS, Stga i rodieing Exchar
WF. von Wilebrand fac

Lauronca ot s Gin A Homail Onl 2ot 1401 sl 112-15

Noto: This is not a comprehansive s, ofer for nent tooks.

két qua xét

olihemolylc uremic syndrome; TMA, thrombolic microangiopathy; TTP, thrombolic thrombocylopenic purpura




12/16/2025

Cac xét nghiém c6 thé cén thiét dé loai trir cac nguyén nhén tiém an

khac cia TMA c6 thé xuét hién & benh nhan ndm trong khoa héi strc PLASMIC score dung dé dw doan nguy co thiéu hut ADAMTS13

nghiém trong lién quan dén hoi chirng huyét khdi vi mach (TMA)

(Icu)2

Nghi ngé Iam sang vé TMA
x
Ton thuong co + Huyet khoi + Tan mau vi h
quan Hiéu sudt ciia thang diém PLASMIC da dugc danh K trén nhom thu thap di ligu
L " . e o ban dAu ciing nhw cac nhém kiém va bén ngoai.
Lap lai xét nghiém sau 24 gi® néu chi c6 2 dau higu xuét hign Component 101 —
Chuyén sang xac nhan chan doan TMA néu bénh nhan cé day du 3 dau higu N :
u J g c Y - Tiéu cAu <30 X 109L 1
Chén doan xac dinh TMA Tan mau® 1

Schistocytes? Xac nhan sy hign dién trén phét mau ngoai vi (c6 hon 1 mau/lan quan sat dudi kinh hién vi do phong dai lon) o N N

Haptoglobin® Xéc nhan néng dé thép hon binh thuong Khéng o6 ung thu hoat dong 1 £

Coombs test Xac nhan két qua xét nghlém am tinh Khong o6 tién sir ghép tang hodic ghép té ; g 05

bao gbc 3
Coagulation (eg, aPTT. INR) Xéc nhan tét ca cac két qua xét nghiém déu trong gii han binh thuong & loai trir cac nguyén nhan TMA khac (vi dy: dong 9
mau ngi mach lan téa - ch)
MCV <90 fLd 1 Cohort AUC (95% CI)
Loai trir cac nguyén nhan khac cua TMA == Derivation 0.96 (0.92-0.98)
— P PE— TE— Iteral vaidation [ 0.95 (0.91-0
DIc Két qua xét nghiem ddng mau bit thwomg INR <1.5 1 T b oo 0ssann
Evans syndrome, Streptococcus pneumoniae HUS, AIHA  Két qua xét nghiém Coombs duong tinh 0 v
v ” P . d one . N . . Creatinine <2.0 mg/dL 1 0 05 10
Drug-induced TMA Sir dung cac loai thuéc nhu heparin, thudc trc ché calcineurin, va quinine 1-specifici
ng © -specificity

Other causes Céc yéu t6 nhu mang thai, tang huyét &p 4c tinh, bénh tu mién Figure adapted rom Bendapuc PK et al. Lancet Haematol. 2017:4(4)e157-64
*Repeat after 24 hours if both schistocytes and a low haptoglobin level are not present’ ‘Data from the loped and aw'vm but of ascer the 13 Jm.mmy in 368 patients from Harvard TMA
Al aWoTiTuns heTolic anemi: &P actvatedparial (rombopastin ms: DI, disseminated navascuarherolsis; HUS, hemolic wemic syndroms; ICU, e s INR, intermatonal pormalzed ratio; TWA, thromboic e Gt g o 0-4 [ or TP Reliocyts ount 525%, of hapoglonin undetecai, o directorusin >2.0 T 0.0 10-141
mcargopaty DRSS oS rectias i torocspondn e i amter 5, ALK, res st 1o e, N, mertonel mrmessed o MV, o copcsuorvolame, T et ricraangeopaty

Chost2017:152:424-34;2. Laurerce J ot y Homatol On 14011 suppl 11)2-15 Bordapudl PK af . Lancet Haomato 201

Note T b ot 8 comprenensie ot and cicians shou 6 aonal and or cirical qideine for conprehensive asessment ol

Sinh thiét than trong chan doan TMA

Diéu tri hd tro truyén thdng

Ischemic and Mesangiolysis' Thrombi in glomerular Artery occluded by
retracted glomeruli' capillaries (arrow)! platelet thrombi'

Figures used from Campistol JW, et . Nefiologia. 2015:35(5):421-47. Published by Eisevier under CC BY-NC-ND 40 license.

« TMAmS ta ton thwong md hoc & céc tiéu dong mach va mao mach, dan dén'

— Thanh mach day Ién va phu né

— Té bao ndi mé bij tach ra khdi thanh mach

— Khoang duwéi ndi mé gian rong do tich tu protein va cac san phdm phan huy té bao

— Hién dién huyét khéi tiéu cau gay tic long mach
+ K&t qua sinh thiét than co thé goi y c6 TMA, nhung sinh thiét don thudn khong thé phan biét duoc gitra aHUS va STEC-HUS?
«  Sinh thiét than KHONG phai la diéu kién bat budc dé chan doan aHUS?

aHUS, atypical
1. Carpistol JM

irome; STEC-HUS, Stiga tosin producing E: ynrome: TWA, thrombotic o
2015:35(5)421-47: 2. Laurerce | v He Sttt




u tri hé tro truyén thong va tién lwong aHUS

+ aHUS ¢4 tién lugng x4u voi cac cham soc hé tro truyén thng (diéu tri huyét twong) hodc khéng dwoc cham séc!

— Nguy co' méac ESRD khi biéu hién TMA Ian dau & bénh nhan ngudi I6n va tré em mac aHUS Ian luot 1a 46% va
16%

— Nguy co mac ESRD tang 1én 64%-67% & bénh nhan trudng thanh va 36%-48% & bénh nhan nhi trong vong 3—
5 nam

— Nguy co tlr vong & 3-5 ndm 1a 2%—4% & bénh nhan ngudi I6n va 7%—14% & bénh nhan nhi

+ Mot sb bénh nhan van tiép tuc gap phai két qua kém méc du duoc cham séc hé tro. Mot nghién ctru vé bénh nhan
aHUS tw International HUS/TTP Registry cho thay?2:

— Khoang 50% khéng dap (rng v&i phuong phap diéu tri bang huyét twong

— 59% (38/64) manh ghép bj thét bai trong vong 1 ndm sau khi ghép than

né con cé nhivrng han ché'?

for complemant abnormaltes rogistorad n the International Rogistry of Rocurront and Famifal HUSITTP from 1996.20072
2H0S, atypcaianolte womic sindome; ESRD, o 0o renal disease: HUS, hemolylc uremi syndroma; ThA, trombotic microangiopathy; TTP, thrombotic tombacyloperic purpur
1. Fakhoun F. Loirat C. Semin Hematol 2013:55(3)-150-5: 2. Nors M nJ 5(10)1844-50

ua ghép than o’ bénh nhan aHUS va anh hu’o’ng cua

Thoi gian séng cita manh ghép sau khi aHUS tai phat & nhirng bgnh nhan
duoc diéu tri hogc khong dwec didu trj bing ligu phap huyét twong trigt
dé 1atwong dwong nhau (p=0.9, log-rank). Viéc st dung ligu phap huyét

twrong trigtdé khong gitp cai thién thoi gian séng ctia manh ghép

Ty 16 séng toan bj cia manh ghép (than ghép) & bénh nhan aHUS.
Ty Ié sng ctia manh ghép (khong tinh cac truong hop tir vong ngoai thét bai
manh ghép) sau ghép than & thoi diém 1 nam va 5 nam Ian luot Ia 76% va
51%. Thoi gian song trung vi ciia manh ghép (khoang tin cay 95% thap nhat —

1047020 nhét) 3 61 thang (2,4-87 thang).

Curative Plasmatherapy

Death-censored graft survival

No Curative Plasmatherapy

Death-censorad graft survival

kém, v&i ty 18 tir vong 13 7% va ty 1§ thét bai manh ghép Ién toi 50% sau 5 ndm ghép than. Nguyén nhan chinh khién manh ghép than cé tién lvong xéu
1a do aHUS tai phat; tac dong tiéu cyc cua tinh trang tai phat nay 1&n thoi gian séng ctia manh ghép van tén tai du bénh nhan c6 dwec didu tr bing
huyét twong hay khéng.

rBasedon e ‘o, mulicerter stucy of adult P ESRD who receiv p 09, The stucy inchuded 57 patiets with 71 renal transplants and
aimad 10 ase loss patents

aH0S, aypea nem,w wrenic syndrome: ESRD, end-stage renal disease
e Qe 1. AT 0131366375
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Liéu phap trao doi hodc truyén huyét twong khong lam giam

ty 1& mac bénh hoéc tir vong & bénh nhi mac aHUS

French registry'2

& 89 bénh nhi méc aHUS, 39% dwoc diéu tri bang liéu phap trao di hodc truyén huyét twong ngay trong dot bénh dau

tién

«  Liéu phap huyét twong cwong do cao® dugc ap dung cho 25,6% (19/74) bénh nhi

+ Nguy co tién trién dén suy than giai doan cudi (ESRD) sau dot aHUS dau tién 1a tuong tw gitra nhém diéu tri huyét
twong cudng do thap/khong diéu tri so véi nhém diéu tri cwéng d6 cao.

Italian registry?<

+ C6 78% (131 tré) méc aHUS dat cai thién vé& huyét hoc khi diéu tri bing liéu phap huyét twong; tuy nhién, van c6 48%
(70 tré) trong sb cac bénh nhi nay tién trién dén suy than giai doan cudi hodc ti vong trong vong 3 ndm du da nhan
diéu tri bang liéu phap huyét twong.

it aHUS who i he stuly (adut = 125, chidren = 89" *High infensit defined by volume of FFP infuse at a rate of >10 mLkgd foratleast 5 days or
<i0¢ 96 to 2007 with the International Regsty of Recurrent and Familial HUSITTP wore recruted®

ahis. et oo nérome: ESRD:; end:stage renal dis U5, homoyt ek oycoms T o ieoangopely: TP otk rambooyaperi pupra

1. Fremeac Bacehi Am Soc Nephrol 2013:8(suppl)-1-14: 2. No 3 Am Soc Nephrol, 2010:5(10):1844-59; 3, Fremeaux.Bacehi V. et al. Gin J Am Soc Nephrol. 2013:3(4

Bénh nhan mac aHUS phai chay than nhan tao man tinh

& nhirng bénh nhan mac aHUS va suy than giai doan cubi, chay than nhan tao man tinh khéng gidi quyét hoac ngan
ngtra duoc tinh trang TMA toan than 12

Bénh nhan aHUS phai chay than nhan tao man tinh van tiép tuc co bang chirng xét nghiém cho thiy TMA dang dién
tién (tang LDH, gidm tiéu cau, gidam hemoglobin)?@

+ So véinhém bénh nhan déi chirng, bénh nhan méc aHUS c6 nguy co nhap vién cao hon rd rét2@
Nguy co’ nhap vién & bénh nhan chay than nhan tao méc aHUS va suy than giai doan cudi cao hon so v&i bénh
nhan suy than giai doan cuéi khéng do HUS2?

Incidence rate ratio (95% CI)

Nguyén nhan nhap vién

Bat ky nguyén nhan 2.3(1.3-4.1) 0.004
Hematologic 5.6 (1.9-15.9) 0.001
Cardiovascular 2.1(1.1-4.0) 0.02
somseton 217 acut HUS patiors esro e mairare et e o e s ety 2007 Dcerter 2012
lo HUS by 1C0.9 ST Ao o bosptalialo based o rirary 1605
i sty patots it HUS HUS by Inermatonal 1, hi sudy nchded bothatypicaland dirheakassociated isease: however,

because the study was imited (o aduls s ocours in hicren 4 ye mejorty ofp s
syndoma: O cordance ral ESRO, ond-tage R romaie roric synome. 606 Diseases. Ninth Revision: LOH, STECHUS,

Perkins RM e .
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Cac bién chu i than & &i I&n va tré ac aHUS r
AC e g g0 e I S Ghép khong giai quyet dwo'c nguyén nhan co’ ban caa aHUS

dwoc quan ly véi cac cham séc truyén thong'™4

Biéu hién ngoai than & ngwoi lon va tré em méc aHUS dwoc quan Iy
v&i cac liéu phap truyén théng (N=851)2

Bét thwong di truyén Céc yéu tb lam bung phat
bién gen nhw C3, CFB, CFH, CFl, MCP?, va - Thubc trc ché mién dich (vd, CNIs va mTORi) 238
THBD?5b Phau thuats
- Dahinh gen CFH va CFHR1? Nhidm trung23:5
+ Khang thé tu mién CFH34 Tén thuong tai twéi mau sau thiéu mau nudi (IRI1)2S
- Céc dot bién gen khong xac dinh khac® Rejection?s

mm Initial presenting phase (<6 months)

mm Chronic phase (>6 months)

aHUS &nh huéng dén tat ca cac hé co'
quan, khéng chi gay bién chiing vé

than ma con c6 thé gay ra cac bién
chtrng vé tim mach, tiéu héa, thi giac,
ho6 hép va hé than kinh trung vong 4

Hoat héa bé thé khéng kiém soat va tén thwong ndi mé

Cumulative proportion, %
n
8

Huyét khéi

Cardi y Central nervous
system

Figure adapted from

F etal. Kidney it 2018,94:408-16

collo 2HUS Regis 0 851 aHUS patints .= 387: adul = 464),prior to eculzumab treatment. This sty characterized ESRD-free survival
the rate of TWA, oo was 30,2015 idhey transplan, andor dalysis'

S sl e e rcinr £5R0, e Sl qusricsinl Tin, rombose maoamiopay
koo ot a1 Koy . 205 SAE 081813 S .o 0 P10 O o413, Zoang X, ot . J o O —— % htatons n THBD gane causes
s srtona:C3n, o comorrt 304 G, orpara o e o cor e A, ot ot ot e L argran e ;O
ke clacs v e 0% narmalan sl s bt 185 oo e o
2011351412572 20t 1o TanspantRew (Orando). 201521 o i Am Soc Neptrl 20051(155-59,

3 01
55458716, Nt 1 and Rt . W gt o 20051171 1676.87:7. et M o 4 N o Nophrol 2075501182555

Cac yeu o nguy co tai phat aHUS sau ghép than t Cac yéu tbé nguy co tai phat aHUS sau ghép than trong

nghién ctru French registry® (1/2) nghién ctru French registry? (2/2)

vl dingto risk Variable MR 95%Cl  pvalue
ival curves o ris| i curves ling to
stratification® peri-transplantation (log-rank test) Eculizumab: No - - -
100 4 100 4 Eculizumab: Peri-Tx 0195 0041084 0041  +——m—|
Eculizumab: Post-Tx 033 o110 005 [
®
H 3 AR No . : .
= 2 N B AMR: Yes 0655 0124 052 —l
H 5 H Trong phan tich da bién (st dung ECD,
£ 5 8 * BPAR, phan tang va liéu phap huyét twong EX:*”:S: o :W N e omas 0w
3 £ 5 . ; el A tended critria donr: Yes .
2 8 hoéc eculizumab quanh thoi diem ghép than
g g trong mé hinh Cox), danh gia nguy co' cao Dener g o e o
3 5 P A
& 3 (HR=3,94, p<0,001) va st dung eculizumab BPAR: No . o .
@ Y . X . a BPAR: Yes -
o quanh thoi diem ghép than (HR=0,05,
° o 04 < A 7 2 1A Ac |13 G Plasmatherapy alone: No - - -
O p<0,001) Ian luot co lién quan doc Iap voi Plasmatherapy alone 212 o08es1 0088 -
v O S S nguy co tai phat tang lén va giam di.
Atrisk Time post-transplant (days) IR guy P 9 9 DSA at DO: No - - -
-+ Low 9 8 7 6 5 3 1 At risk Time post-transplant (days) DSAal BO: Yes 303 0ekes 0064 -
== Moderate 43 31 25 18 13 11 9 - NoEculizumab peri-transplantation 74 42 33 25 21 16 11 Reccurence: No N N N
curnce: Yes 4 131 17 JE——
~o- High 74 45 34 25 19 8 3 e Eculzumabperiransplantation 52 42 33 24 16 6 2 Receurence: Ye: 08 00
Figures adapi fom Zubr J el J Am Soo Nophrl 2010,30(12)2440-63 |7
‘Based on.\mlv\,spL.le multicenter study from a large F mmv uanmmm registry, mmuum ‘adult patients with aHUS who had umugum complement analysis and a kidney transplant since between 2007 and 2016 according to exposure to 0.025 0150 1.00 500 15.00
e admiistered to prevent aHUS s sty included patents from 2 separate stues. ﬂn; e ot wih aHUS Who i urdrgon gt (120 rnapariaons o Figurs adapted fom Zuber J o i, Am Soc Nephrol, 2018,30{12)2448-63 Hazard Ratio
557 gt and vaseted o prcetogs o 3 e T irgone earperon Gosre 1o seckmamat; il 10 Bfronce s obsenved e of h recurence . ot st - ot el a2 e it S betueen 2007 nd e o
Pt badisean mockiats- anc high-isk irans plantsions bt e \allm were treated more. dlf-" with ecuizumab peri- lvﬂ\h»h"lﬁlm" lizumab, which was administerec urrence. This study included patients from 2 separate studies. In the fir ith anus who had undergone transplantation (126 transpiantati
“p<0.001 in 116 recipients) were included to veral aspects: the immunosuppressive treatments administerex the criteriafor
SHUS, typicalemoyi e syron 397 patients paterts had undergone trans 10-year period, exposure 1o ecuizuma .
Zuber ol A S0 Naghol2016.30012)2445-63 . euri o AL “eolon BPAR o tofocion. . concanca il 5, day 5ot DSA, Gonor-specic aniby;ECD, yp of donor, HR, hazard s T, anspark
Ziber S etar dam 22




Ghép than véi bénh nhan aHUS chwa diéu tri C5i (1/2)

Ty 1& séng cﬂaﬂménh ghép (khéng tinh céc trwéng hop tir vong ngoai that bai manh ghép) & bénh nhan aHUS chwa
tirng diéu tri bang C5-i (phan tich Kaplan-Meier)'2

100 7]
~ 80
3%
ZE 60
32 0 4 Trong nghién ctru French aHUS registry, ty 18
< a that bai manh ghép la 24% & 1 nam va 49% & 5
K B nam sau ghép®
8g 20 ghep
0 T T T T T T T 1
0 20 40 60 80 100 120 140 160
Time (months)
Numberatrisk 71 51 42 37 25 15 8 3 1

Figure adapted from Le Quintec M. ofal. Am J Transplant. 201313:663-75

'aHUS patoris RD. with or with

renal disease
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Ghép than vé&i bénh nhan aHUS chwa diéu tri C5i (2/2)

Ty 1& séng ctia manh ghép (khéng tinh cac trwng hep tir vong ngoai that bai manh ghép) sau ghép than, phan tich theo sw xuat
hién hay khéng cua tinh trang tai phat bénh. Phan tich Kaplan-Meier (p=0.0001, log rank)abcd
100 -7

70% 5-year graft survival
e i m

80
Khéng xuét hién biéu hién TMA vé sau

60 -1
36% 5-year graft survival

4 C6 biéu hién TMA vé sau

Death-censored
graft survival (%)
5
8
1

0 T T T T T T 1 p=0.0001, log rank
0 20 40 60 80 100 120 140 160

Number at risk Time (months)

Norecurence 27 25 21 20 15 9
Recurence 44 28 20 16 9 6

s
°
oo

Figure adapted from Le Quintec M. ofal. Am J Transplant. 201313:663-75

sFrom a etrospaciive an
o it msions: Decpostefpos
curve tofaten out ater

35 and Docanbe 200010 el arplnt eciplnts wih SHUS e ESRD. win
esions: L ines ecoms do umber al wmon fora survval
et marbor o pabors otk docransos 1o ot mber 1 pers ko

wed up bocoms less). In

general, itas boen a n the run
gHUS, syl el fic uremic syndrome: : TMA, thrombotc microangiopathy
Lo Quintroc M ot al. Am J Transplant2013:13:653-75

TMA de novo sau ghép than la mét tinh trang nghlem trong,
vé&i ty 1é mat manh ghep cao & bénh nhan mac aHUS

Cac bét thwong di truyén trong aHUS cé lién quan dén két qua

ghép than kém'

Biéu dd Kaplan-Meier thé hién ty 1& séng ctia manh
ghép & nhirng bénh nhan cé6 TMA (tai chd so véi toan
than) va khéng cé TMAS2

+ TMA de novo xuét hién & 1%-14% s6 bénh nhan No TMA
ghép than.'2 -
+ Chan doan TMA/aHUS sau ghép than chii yéu dua z 08
v&o céac chi sb xét nghiém* 5 06
— Tuy nhién, TMA de novo c6 thé xuét hién ma g TMA - Local
khéng c6 bat ky dau hiéu huyét hoc nao cia TMA 2 04
dang tién trién.3 3 TMA - Systemic
* Viéc hiéu rd tan suat va mirc do clia cac biéu hién E o2
nay sé gilip chan doan sé'm va tranh ton thwong cho o
manh ghép than® 00

0 20 4 60 8 100 120 140 160
Days Post-Transplant

Figure adapted from Schwimmer J, ot al. AJKD. 2003;41: 471-9

oy raprts o T4Z ey and iy pacrees taraprs o 198510 00
e koo T Hrambots s
Kidney Dis 2003 42: 1058-68:2.

et Am . Transplant. 17;3, Zarian, A Kidney Int. 1999:55:2457-66: 4. Caires, RA 195, 2012,44:2388-90;5 Schimmer J, et

Bénh nhan c6 ddt bién gen bb thé xac dinh dwgc c6 nguy co tai phat bénh sau ghép than cao nhét.2

Téng quan cac dir ligu da dwoc cong bd, N=135 BN ghép'= a0t e N=2733h
o i i Mét manh ghép sau khi xuét i
Bit thuong gene Cac bidu hign TMA xudthign | hién cac biéu hign TMA vé Mét manh ghép sau 1 nam | Suy thén giai doan cuéi hoic
vé sau sau ghép than ti vong sau 3 nam
nin, (% s manh ghép) nin, (% 6 trudn n/n, (% s manh ghép) nin, (% 6 bénh nhan)
xuét hign)

CFH mutations and o ) o 9
CFHICFHRY hybrid gene 49176 (64%) 40149 (82%) 12117 (71%) 49/64 (77%)
CFH autoantibodies 517 (29%) 415 (80%) 111 (100%) 5/8 (63%)
CFI mutations 19126 (73%) 18/19 (95%) 416 (67%) 6/10 (60%)
THBD mutations 11 (100%) 111 (100%) 11 (100%) 7113 (54%)
€3 mutations 16/30 (53%) 12/16 (75%) 317 (43%) 8/12 (67%)
CFB mutations 414 (100%) 414 (100%) NR NR
MCP mutations 3117 (18%) 2/3 (66%) 0/3 (0%) 117 (6%)
No identified mutation NR NR 17129 (59%) 60/119 (50%)

Y s oo 199 e rsprt s il SHUS ecurerce nd e conglrnt s, T eview e 1 e D SHUS paogeness 3t s o reverton s of S

mu' it huuuan s R

rspant in

.  Hrolalod gones; CFI, complemont factor |; ESRD, ond-staga ronal disease; HUS, hemolytic uremic syndromo
opatny; TP, thrombolic tomboeytoperic purpura
Jont 2075.13.663.753 Kot M. o1  Am Soc Nephrol,2010;5:1844-59
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Chién lwoc danh gia nguy co dé Iwa chon diéu tri quanh thoi diém

Ty lé séng ctia manh ghép (khéng tinh cac trwong hop tir vo

ngoai that bai manh ghép) dwa trén tinh trang dot bién gen

ghép than nham phong ngtra tai phat TMA & bénh nhan aHUS

Graft survival without HUS i ornotofa ion in genes
Kaplan-Meier "‘"""YS'S (p=0.035, log rank)? Nguy co tai phat Phac db didu trj *CAn phai xét nghiém sang loc dy i tht ca cac
s = A gen lién quan dén aHUS.
H Nguy co’ cao (50%—100%) St dung eculizumab quanh thoi diem
© Wi e ghépthance bPhéc db didu tr| quanh thoi didm ghép than dya
H No Mutation o Dbk Ly iy L1y Bl Gl e ey i [Tl trén quy trinh cta ting trung tam; chwa cé dir
H + Dot bién tang chire nang ghép th_an d‘o nguy co tai Phal pghl?m liu thir nghiém nao chirng minh phéc d& nao
s; trong va kha nang phuc hdi chirc nang vuot tréi hon phac dé khac.
H an than ghép bi han ché hon so véi than
H gocs °Ghép gan c6 thé duoc xem xét cho cac bénh
§ Nguy co trung binh St dung eculizumab hodc trao di huyét nhan ghép than cé bét thudng protein bd thé co
Khéng phat hién dot bién twong quanh thei diém ghép thand ngudn géc tir gan, hoat dong bénh khéng kiém
+  Dotbién riéng Ié tai gen CFI soét duoc du da diéu tri bang eculizumab, hodc
«  Dotbién gen b thé co y nghta chua c6 can nhac vé chi phi diéu tri eculizumab kéo
xac dinh dai.
+  Khang thé tw mién chéng yéu té H )
(FH) v6i ndng dé thap kéo dai “Quyét dinh thurc hign hay khong thuc hién trao
ién & cac yéu t6 bd thé cé nguy co t: 4 & cao gap ba lan so v&i nhitng bénh nhan Nguy co thip (<10%) Khong sir dung eculizumab hodc trao dbj | 401 huyét twong hodc (re ché bo the quanh thoi
aHUS khéng c6 + Dot bién riéng I8 tai gen MCP huyét twong quanh thoi diém ghép than d_'elT ghepiihanithudcquyeniguyetdihictialbac
+  Khang thé tw min chéng yéu té H /=1 2N
(FH) lién tuc &m tinh
Sasdonarovspecive, lcontar sy of gt el vasgnd EsrD oo 1695 and Docamber 2009, Tho sty included 57 patens with 71 ranal ransplants and Tathe adapied fom Goadship T efal. ddneyint 2017,01(3}:526-51
i\ﬁ“:‘.zrm;\y:mnv::;:"j; Zl'fl“l‘lﬁiw ecsinge ona deasse: LIS, hamotic usmic synroa s, shpcatheryi wemi o ‘lment factr | gene: FH, complement factor H roten; MCP, membrane cofactor prtein gene; TMA, trombotio microangiopsthy

Tién lwvgng bénh aHUS — géc nhin trweéc day

» Trwére day, khi chwa co phu’omg phéap diéu tri nao,
N aHUS c6 tién lvong rat xau
Piéu tri = ~50% bénh nhan bi suy than ho&c t&r vong trong vong 1 ndm’
) = Mang thai dwoc coi & “chéng chi dinh” (nguy co tai phat 20—
30%)?2
= Nguy co tai phat sau ghép than cao’+
..nhiéu bénh nhan phai phu thuéc vao chay than “lau dai”s

+ May mén thay, tinh hinh da thay déi...

aHUS, atypical haemolytic uraemic syndrome.
1. Fremeaux-Bacehi V, et al. Clin J Am Soc Nephrol. 2013;8(4):554-562 [supplemental datal; 2. Fakhouri F, et al. Blood. 2020;136(19):2103-2117;
3. Le Quintrec M, et . Am J Transplant. 2013;13:663-675;4. Bresin E, et al. Clin J Am Soc Nephrol. 2006;1:88-99; 5. Schaefer F, et al. Kidney Int.
2018,94:408-418.




aHUS |a mét tinh trang nghiém trong can duwoc diéu tri

ngay lap tac'-"

Dir LIgU LiCH Sir: Ty Lé TCECH LY MaC SUY THaN GIAI d0aN CUsI HO3C Tir

VONG TiNG D3N THEO TH&l GIAN Ké Tir KHI KH&l PHOT AHUS & Ca BéNH
NHON NGuél L&N VO TRé EM (THEO NGHION CiU Tal PHOP, N=214)12

WADULTS (N=125) M CHILDREN (N=89)

80%
70% Suy giam chirc nang than
dworc ghi nhan la mot bién

chirng néng cta aHUS; bénh

nhan c6 thé tién trién t&i suy

64%
60%

50%

than giai doan cubi ngay sau
dot TMA dau tién, va nguy
co’ suy than hodc tir vong sé
téng Ién theo thoi gian méc
bénh1213

40%
30%
20%
10%

0%

AT 1 MONTH AT 1 YEAR AT 5 YEARS

Created from data in Fremeaux-Bacchi V, et al. 2013.12

Frenchadults aHUS enroled between care, including plasma exchange and plasma infusion '
“0<0.001 for aduls vs chidren at al time poinis. 'The 5-year data are based on Kaplan-Meier estimate.
SHUS, stcal oyt rsemic e ESRD,e-stage rena\msease TMA, thrombolic microangior
\. Ther Apher Dial. 2019:23(1): Cumingham JM. ot ol (Rsirac. Bod. 2016 on(582543:3. GoodsipTH, st Koy bt 4. Laurence J. etal. 2016;14 Suppl
Ty 21505. Sl et . Blce. 3070.126(23)3725,6,Seber Lockre AL o 7. F A Fidan K. et al
2018,33() 138514039, WellEL Rabinstoin AX.  Thomb Thrombalss 2021 LT e 150,10 Holm W oo 3 Nepho! 3095 56(5/513-5381 1 etor. a8 Faneoda 301424712 e BacinN, oo G 3o
38(4):554-562,13, Schaefer F, el al. Kidney Int 2018,94(2) 408416,

aHUS: dién hinh cla “y hoc chinh xac”

nghlen cuu cho thay khong co sw khac blet dang ké ve ty Ie sbng con gitra

12/16/2025

« Hién chwa cé thir nghiém lam
sang ng&u nhién dbi chirng nao
& bénh nhan aHUS

PHON TGECH KAPLAN—MEIER TRON NHUM B&NH NHON dugC
GHOP dl&M XU Hu6NG MO KHUNG Bj THIEU HuT N3NG
ADAMTS13 XOC NH2N K&T QUa NOY

+ O nhirng bénh nhan khong bj
thleu hut nang ADAMTS13, trao

doi huyet tucmg khong mang lai HR: 0,88 (95% GL:0.44,177)

SURVIVAL (%)
g

lgi ich lam sang o rét 25 STRATIFIED LOG-RANK P=0.72
0+ . T T \
0 20 40 60 80 100
TIME (DAYS)
NUMBER AT RISK

50 a2 3 34 33 0

59 48 36 3 30 0
PATIENTS WHO PATIENTS WHO DID
RECEIVED PLASMA NOT RECEIVE PLASMA

Figure adapted from Li AFef af #016.F EXCHANGE

e sty condaced  roensity score malchedanass o 96 aut patns nckdd nhe Havard THA Resesrch Colabratu rgsly o resertod vih TWA sugestieof TP b i an ADAMTS1S iy vel ofmor 0%,

e type 1 mot, member 1 ol I HR. hazard ratio; T
e Trtocin 016566120007

aHUS la TMA qua trung gian bé thé

Hiéu rd sinh bénh hoc (vai trd ctia bo
thé)

Phat trién cac chién lwoc didu tri va dw
phong mois

Tac dong dén két qua diéu tri, chat
lwong cudc séng, giam bién cb bét loi

aHUS, atypical haemolytic uraemic syndrome; QoL, quality of life.
Jameson JL, et al. N Engl J Med. 2015;372(23):2229-2234.

roopik. Avaiiale at w

Réi loan diéu hoa va hoat héa qua mirc bé
thé (di truyen hodc mac phai)’

Platelet aggregation and leukocyte activation )

g, phii né va viém céc té bao ndi
mo’

Endothella disruption and swelling )

kich hoat/két tap tiéu cau va thu hat bach
cau'

hinh thanh nhiéu cuc mau dong khép co thé!

Tan mau, gidm tiéu ciu va thiéu mau cu

((Uncontrolled complement ctvation )
\ )

Figure ad: om Caravaca-FontanF, etal.
aHUS, atypical haemolytic uraemic syndrome; TMA, thrombotic microangiopathy.
1. Meri S. EurJ Inter Med. 2013;24(6):496-502; 2. Caravaca-Fontan F, etal. i and diated kidney diseases.
In: Neph-Manual. European Renal Association. Available at hitps:/e-learning era-onlin 4 o ediated-kidney-d

[accessed April 2025].
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Viéc (rc ché bd thé dau cubi soém c¢é vai trd quyét dinh tr

Eculizumab, thuéc e ché bd thé dau cudi dau tién

@ diéu tri aHUS

Duoc danh gia qua hai thir nghiém Iam sang pha 2 (khéng c6 nhém so sanh)
Trong d6, 37 bénh nhan aHUS duoc diéu tri bang eculizumab trong 26 tuan va tiép tuc theo déi kéo dai

Két qua cho thay thubc co hiéu qua ngoan muc (tang sé lwong tidu ciu, cai thién eGFR, dat trang thai khong
con TMA, hoi phuc khéi chay than nhan tao)

Trong subt thoi gian mé rong didu tri, khong ghi nhan goc tinh tich Ity cta thudc hay bién cé nhiém tring
nghiém trong nao, bao gom ca nhi&m khuan ndo md cau

A Platelet Count, Trial 1 B Estimated GFR, Trial
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aHUS, atypical haemolytic uraemic syndrome; eGFR, estimated glomerular filration rate; TMA, thrombotic microangiopathy. aHUS, atypical haemolytic uraemic syndrome.
Legendre CM, et al. N Engl J Med. 2013;368:2169-2181

1. Abreu LM. Arg Bras Cardiol. 2019:112(4):408-409; 2. Vande Walle J, et al. J Nephrol. 2017:30:127-134.

Viéc (e ché bd thé dau cubi sém cd vai trd quyét dinh trong
diéu tri aHUS aHUS dén khi bat dau diéu tri trc ché bd thé dau cudi cang ngan.

Khé nang hoi phuc chirc nang than sé tot hon néu thoi glan twr khi kh&i phat

aHUS lién quan dén than tw nhién Bénh nhan ghép than

g R A
TMA/aHUS v¢i ton thwong th © 28 days
© <28days
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0 0 T T l
[13 H H ”
Time is nephrons . o afr 1 10 100 1,000
Y i Interval between onset of aHus and eculizumab initiation (days)
eculizumab eculizumab

Figures from Zuber J

12

aHUS, atypical haemolytic : TMA, thrombotic mi
1. Abreu LM. Arg Bras Cardiol. 2019; 112(4) 408-409; 2. Vande Walle J, et al. J Nephrol. 2017;30:127-134,

aHUS, atypical haemolytic uraemic syndrome.
Zuber J, et al. Nat Rev Nephrol. 2012:8(11):643-657.




Téac dong cla viéc khéi dong nhanh thube tre ché bé thé dbi

v&i chirc nang than & bénh nhan aHUS

Sy THAY dél TRUNG BONH THO CuA EGFR & COC BeNH
NHON DUNG ECULIZUMAB TRONG VUNG <7 NGOQY HO3C >7
NGOY SAU KHI XUST HIéN BIEU HIéN AHUS GaN NHaT

PROPORTION OF PATIENTS ACHIEVING SUSTAINED RESPONSE

AN INCREASE IN EGFR OF 215 ML/NIN/1E7:3 M2
>7DAYS
81 81 81 81 81 81

-~ - 7
70 DAYS DAYS

(ML/MIN/1.73 M2)

MEAN CHANGE IN EGFR + SE
Patients achieving sustained
GFR response (%)

00251 2 3 4 5 6 7 8 9 10 11

PATIENTS TIME FROM START OF ECULIZUMAB TREATMENT (MONTHS)

TREATMEN S7ORYS 2120 18 20 20 19 18 20 ” 14 N7 1 FC R L L T S T N S

INTIATED -7 DAYS 7674 63 74 74 75 72 74 &0 s BAYEPAYSY4 16 26 26 28 31 %@ 3% 3%
N

Figures from Vande Wale J, et al 2017

Time from start of eculizumab treatment (months)

“NUMBER OF PATIENTS ACHIEVING SUSTAINED EGFR
RESPONSE AT EACH VISIT

Diéu tri bo thé dau cudi sém — tac dong dén qua trinh phuc hoi than

Pooled analysis of four Phase 2, open-label, single-arm prospective ciinical studies of eculizumab for patients with aHUS.
€GFR outcomes were summarised by time to treatment from last aHUS manifestation (<7 days [n=21]vs >7 days [n=76)).
aHUS, atypical haemolytic uraemic syndrome; eGFR, estimated glomerular fltration rate; SE, standard error.

Vande Walle J, et al. J Nephrol. 2017:30(1):127-134.

C6 mot sb yéu t6 quan trong can lwu y khi d
bénh nhan aHUS...

Khuyén céo diéu tri aHUS cltia KDIGO

12/16/2025

can tre chan doan Iam sang hoic tri hoan diéu tri, vi diéu tri khang bd thé
s&m la yéu td quyét dinh gitp bdo tdn chirc ndng than va tranh cac di chirng
khéng phuc hbi2

aHUS, atypical haemolytic KD
1. Vivarell M, otal Kidney In. 2024106(3)359-391,2 Goodship THJ_ el al Kidney Int. 2017,91(3)539_551

« e ché bb thé dau cudi, khi co san, 1a diéu tri dwoc khuyén cao cho aHUS!

« Viéc cham tré trong nhan két qua phan tich di truyén hodc phan t& khéng nén

Tom tat chan doan va Diéu tri TMA

+ Tiém phong vac-xin phong bénh do ndo mé géu, cling nhw str dung khang
sinh dw phong trwéc va trong subt thdi gian diéu tri trc ché bd thé dau cubi

« Khi dau diéu tri bang thubc (e ché b thé dau cubi

* Myc tiéu diéu tri, thoi gian diéu tri va sy can thiét cia mot cach tiép can ca
thé héa cho tirng bénh nhan

2HUS, atypical haemoiyic
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« Treat underlying condiion

{__stechus

CFH, MCP, CFI, C3, CFB,
THBD, DGKE, CFHICFHR.
copy number variation

Soreen for anti-OFH Ab.

Comprehensive Clinical Nephrology, 7t edition, 2024

activation
« Consider plasma exchange or eculizumab/
ravulizumab on individual basis
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Két luan: chan doan va diéu trj aHUS

Chén doan aHUS can dwa vao 1am sang, st dung cac xét nghiém nham loai triv nhirng
nguyén nhan khac gay TMA

aHUS co thé xuét hién khi co nhidu yéu té khai phat hoic tinh trang lam sang san cé

Uc ché bd thé dau cudi & bénh nhan aHUS la mot mé hinh clia y hoc chinh xac, da thay
ddi hoan toan cuc dién diéu tri, cai thién tién lwong va chat lwong séng ctia ngudi bénh'-3

e ché bd thé dau cudi hién la phuong phap diéu tri dwoc khuyén céo cho cac thé aHUS
do réi loan bo thé*

Thoi diém diéu tri, cu thé 1a phai khei dong liéu phap nay cang sém cang tét, co vai tro
then chét vai két qua ngan han 1an dai han — can tién hanh diéu tri ngay ma khéng can che
két qua xét nghiém di truyén*

aHUS, atypical haemolytic uraemic syndrome; QoL., qualiy of ife.
1. Jameson JL, etal. N Engl J Med. 2015;372(23):2229-2234; 2. Legendre CM, et al. N Engl J Med. 2013;368:2169-2181;3. Rondeau E, et al. Kidney Int. 2020,97:1287-1296; 4. Vivarelli M, et al.
Kidney Int. 2024;106(3):369-391.




