HoOi chirng than hw nguyén phat
o ngwoi trrd’ng thanh:
nhdng khé khan trong chan doan va diéu tri

PGS BS TS Tran thj Bich Hwong
Bd Mén Noi, Pai Hoc Y Dwoc Tp HO Chi Minh



Chan doan xac dinh HCTH

Hoi chirng than hw 1a hdi chirng bao gom cac triéu chirng
tai than va ngoai than:

= Tiéu dam > 3,59/ 1,73 m2 da/24gi® ( 3-3,59/24h)

= Giam protein mau <6g/dL

= Giam albumine mau <3g/dL (hypoalbuminemia)

= Phu toan than, kém tiéu it

: Téng lipid mau thir phat (secondary hyperlipidemia),
tieu ra lipid (lipiduria)

= Tang dong (hypercoagulability)



Xét nghiém tam soat nguyén nhan HCTH

1- HBs Ag, Anti HCV, Anti HIV, ASO

2- Khang thé khang nhan, Anti dsDNA, bd thé C3, C4

3- Siéu am than, do kich thwdc 2 than

4- Xét nghiém vé di truyén hoc (néu nghi ngd bénh ly di truyén)

Nguwoi Ién tudi > 60 tudi: thém
5-HbA1c, soi day mat (néu bn dai thao dworng)
6-Dién di mién dich huyét twong, va dién di nwdec tiéu
7- Sinh thiét m& bung nhudm Red Congo tam soat amyloidosis
8- Xét nghiém tumor markers, X Quang tim phéi, bung,
CT Scan nguwc, bung
9- Sinh thiét than. Ngwng aspirin, clopidogrel 1 tuan trwdc do

Glassock R, Clin J Am Soc Nephrol. 2012, 7, pp 665-670



VO can
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Hoi chung than hu —
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khu tra tiing vung  [ieers
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Do NSAID

Bénh cau thdn mang

Viém cau than man* =S K SLE,VGSVB..

Viém cau than ' —>
Tieu dam hoac tang sinh mang temmdl  VGSVC,SLE,.
tiéu mau
khong triéu chung aA v
g . 11— Vo can
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Henoch Schonlein

Viém cau than ' — Vo can
tang sinh lan toa NS Sau NT,SLE

. VO can

Viém cau than liem ESSE Goodpasture

Viém cau than
ti€n trién nhanh 4NENE

SLE,vasculitis

Brenner B.M, 2008



Bénh cau than sang thwong toi thiéu

KHV quang hoc: khéng thay tén thwong
MDHQ: am tinh
KHV dién tr: xep va dinh cac chan gia

KHYV dién t&r: Dinh chan gia
MDHQ am tinh



Xo chai cau than khu tru tirng vung
(Focal and Segmental GlomeruloSclerosis: FSGS)

Focal: Ton thuong < 50% cau than trén mo than
Segmental: ton thwong xo héa chi & 1 vung cua cau than




Két qua sinh thiét than

MCD FSGS
Chan doan chinh xac dwa vao  Co thé khéng thay xo chai do s0 lwgng CT it
s0 CT sinh thiét dwoc cang (10 CT, 1am 35%; 20 CT, lam 12%)
nhiéu Xo chai kh&i phat tr CT ving can tay

Khong tén thwong & MOI CT Xo chai & 1 vai CT (<50% CT) va xo chai chi
1 vung trong CT, Cac CT khac binh thwong

C6 thé c6 Xo chai CT do sinhly  Khdng thady mé xo: hyaline héa, téng té bao
0 nguoi Ion tudi 5 thé bénh hoc ctia FSGS v&i nguyén nhan,
tién lweng khac nhau

Dinh cac chan gia Dinh cac chan gia kem ton thwong xo chai
CT, bat dau tr nephron can tay

Mach mau binh thuwdng, co th&  Xo héa mach mau cung v&i xo héa CT
xo héa & ngudi 1én tudi, THA

Ong than binh thuong Ong than teo, xo héa, dan né&

MDHQ: am tinh, it IgM MDHQ: IgM, C3 duwong tinh

Fogo A et al, Fundamentals of renal Pathology, 2006



Toén thwong GPB: 5 loai ton thwong FSGS

Perihilar lesion
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Tién lwong xau néu

- Tén thwong collapse, NOS

« Xo h6a mé ké, teo 6ng than di kém

- Ngwoi da den

- Tiéu protein cang nhiéu, cang kéo dai, khdng dap (rng diéu tri

* Kem theo suy than man D’ Agati V et al, N Engl J Med, 2011, 365; pp 2398-411



MCD va FSGS la bénh ly té bao chan gia

PODOCYTE INJURY

Y
No change in Podocyte Podocyte
podocyte number  detachment/death proliferation
R
Minimal changes Segmental Mesangial Capillary
on histology sclerosis sclerosis collapse
MCN FSGS DMS CG

D’ Agati V et al, N Engl J Med, 2011, 365; pp 2398-411
Garin BH et al, J Am Soc Nephrol, 2000, 20; 260-266



MCD va FSGS la bénh ly cua Podocyte

Podocyte binh thuong Podocyte bénh Iy & bn HCTH
v&i nhiéu chan gia det va it chan gia

Tryggvason K et al, N. Engl J Med, 2006,; 354, 1387-401



Siéu cau truc podocyte va slit diaphragm

Foot processes

2N

P-cadherin

Tryggvason K et al, N. Engl J Med, 2006,; 354, 1387-401



Slit diaphragm dwé’i Electron Microscopy
va Electron Tomography

Slit diaphragm binh thwong Mat Slit diaphragm & bn HCTH Finish type
£ 3 - -
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Tryggvason K et al, N. Engl J Med, 2006,; 354, 1387-401



Siéu cau truc Slit diaphragm cua podocyte
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D’ Agati V et al, N Engl J Med, 2011, 365; pp 2398-411



Bénh ly gdy HCTH bam sinh

Bénh ly Kieudi Locus & Protein Lam sang
truyén Gene

Congenital NS of the Finnish  Gene 19913.1, Nephrin NS trong 1 tuan tuéi,
type (CNF or NPHS1) lan NPHS1 khang steroid va CYC

Pierson’s syndrome Laminin NS sau sinh
B2 chain

Nail Patella syndrome LMX1B NS, tén thwong xwong,
mong




Tiep can chan doan di truyen HCTH khang steroid
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Santin S. et al, Clin J Am Soc Nephrol (2011)6,1139-48



Ton thwong podocyte trong MCD va FSGS

MCD FSGS
> Podocyte bi co rut va thay doi > Giam protein két dinh t&€ bao
ki€u hinh (phenotypic switch), podocyte vao mang nén cau
giam cac nhanh chan gia, tao than (a dystroglycan)
vi nhung mao 6 dinh té bao » Bong troc podocyte, Giam s
> Giam protein két dinh té bao luong nephrin va tim thay tb
podocyte vao mang nén cau nay trong nudc tiéu
than (a dystroglycan), nhung > Giam nephrin cGa podocyte

van bao tén sé lugng té bao,
va khong lam xuat hién tb nay
trong nudc tiéu

> Khong gidm nephrin cla
podocyte

> Mat I6p tich dién am quanh
cac chan gia

> Mat I6p tich dién &m quanh
cac chan gia

Glucocorticoid tac dung chuyén
dang t€ bao ngoai bi vé dang ban

déu, gidm tiéu albumine Wiggins RC, Kidney Intern, (2007)71, 1205
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Mathieson P, N Engl. J Med (2008), 359,23,2492



CD80 trong nwéc tieu véi MCD va FSGS

Nghién ctru HCTH & tré em

CD 80 co trén podocyte va tb trinh dién khang nguyén
Nguyén nhan: do tén thwong podocyte trong MCD, tang ’
cytokine IL-13 lam bdc 16 va tang CD80, IgE trong nwoc tieu

CD80 tang trong nwéc tiéu ctia bn MCD, IgM nephropathy,
mesangial hypercellularity, FSGS nhay steroid

CD80 khong tang @ bn FSGS

CD 80 giam khi bn HCTH do MCD héi phuc

CD 80 nwéc tiéu la biomarker dé chan doan va theo déi diéu tri
MCD ¢ tré em.

Garin BH et al, J Am Soc Nephrol, 2000, 20; 260-266



Instial renal biopsy shows
minimal changs naphropathy
{(MCD)

+ Steroed toxicif,' or contra-indication
to corticosteroid treatment '

(— Ful-dose corticostercid Cyc:-‘?s?orin

e l ¢ — -
'

Sterced resistancafoxicity

{

' Consider renal biopsy to
Sustained verfy diagnosis of MCD | i
remission AR Continue with low-dose corticosteroid

Cyclophosphamide and add cyclospornin
{12 weeks) if fals
" 'Repeatx1, |
D S — 3-8-week : ¢ < :
e . cousssof | " ey
Monthiy dipstick ? 2 I ..o - Isies :
surveillance to detect
possible relapse requinng
short course of sterosd y

-

: 'Stop cﬁ-clospor"n' ¥

+ Give symptomatic treatment

Taper corticosteroids to a minimum dose

Kaep on cyclosponin for -2 years and taper to
a minumum dose controling proteinuna

Continue to montor renal function.
Consider renal biopsy at 12-18 months

Cattran DC et al, Kidney Intern, (2007), 72, pp 1429-1447



HCTH xo chai cau than khu tra tung vung é ngudi I6n

Conservative therapy

ACE inhabitor = ARB = dwiretic = statin

Detenoration in function or persistent . : Steroid toxicity or
nephrotic syndrome despte maximum ' contra-indication to
Voo conservativetherapy | | conicosteroid treatment
Ful-dose conocosteroid Rx | :

Cyclosporin

Begin at 2 mg kg ' day™!
fmax. dosa 5 mg kg-! day-1)
1 1 given in two divided doses

Pradnisone 1 mg kg day " for 8-16 waeks,
Taper progressively over 3 months

Steroid resistancaftoxicty

|
' ' Continue with low-dosa
Sustainad reméssion Steroid-dependant corticosterosd

l l Add cyclosporin

e e Ehlorecnissmaﬂeremorms '
Stop corticosteroids | | Switch to cyclosponin /. ; at a non-toxac dose
(as ab:,ye) Remission - .
Monthly dipstick survedlance ] ; Altemative treatment
1o detect possible !
relapse requinng Taper corticosteroids to menimum dose
short course of steroid maintaining reméssion and discontinue, if it i
possible without relapse. Kesp on cyclosponn
for 1-2 years and taper to minemum dose
with dipstick control of proteinuna

Accept partial remission i cinically beneficial

Cattran DC et al, Kidney International (2007), 72, pp 1429



Dung CsA trong MCD va FSGS

= CsA khéi dau lieu 2mg/Kg/ngay, chia lam 2 1an trong
ngay. Chinh liéu sau 2 tuan, lieu max 5mg/Kg/ngay
= Sau 3 thang, néu dap Ung, giam liéu dén liéu thap nhat
c6 hiéu qua, va duy tritrong 1-2 nam (< 2mg/Kg/ngay)
= Néu tai phat khi giam liéu, tang liéu lai, cho dén khi dat
hiéu qua va duy tri liéu nay trong 1-2 thang, trudc khi
giam liéu
= Ngung CsA:

- Néu bn khéng dap Gng sau 6 thang CsA

- Sau khi bénh lui hoan toan trong 1-2 nam

- Ngd doc CsA: chan ddan bang sinh thiét than

Nong dd CsA can dat Co (trough level)
MCD: 80-120ng/ml

FSGS: 125-175ng/ml, C2 < 500ng/ml

et al, Kidney Intern, (2007)72,1429-47



Ngo doc cap
thuoc wrc ché Calcineurin

CIN gay huyét khbi vi mach than
(CsA 14%, FK 1-5%)

Ng6 déc CIN cap
Khéng bao hda 6ng than

Liptak L, Nature Clinical Practice Nephrology, 2 (7), pp 398-404, 2006



Ngo doc man cyclosporine A

Beaded medial hyalinosis in Hyaline arteriopathy
afferent arterioles (subendothelial)
( Periodic Acid Schiff) (electron microscopy)

Liptak L, Nature Clinical Practice Nephrology, 2 (7), pp 398-404, 2006
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Liptak L, Nature Clinical Practice Nephrology, 2 (7), pp 398-404, 2006



Twong tac thuoc khi diing CsA
(chuyén héa qua men cytochrome P450 3A)

Tang nong d6 CsA

Giam nong do6 CsA

Tang doc tinh 1én
than ciia CsA

Uc ché calci Chéng dong kinh Uc ché& men chuyén
Verapamil, diltiazem, Barbiturate, phenytoin

nicardipine carbamazepine

Khang nam Khang lao: Khang nam
Ketoconazol, Rifampicine, isoniazide Amphotericine B

fluconazole, itraconazol

Khang sinh:
Erythromycine

Khang sinh:
Nafcilline, TMP,
imipenem,cephalosporine

Khang sinh
Aminoglycosides

Antihistamine
Cimetidine, ranitidine,
omeprazol

Khang viém Nonsteroid
Colchicine

Hormones
Corticosteroids

Danovitch G, Handbook of Kidney transplantation, (2004)




Két luan

HOI chirng than hw
1- Chan doan nguyén nhan dé bo sot

2- Diéu tri trc ché mién dich phic tap, chwa du
chirng ctv, doi hoi ca BS va bénh nhan phai kién tri,
va cung hop tac tot dé dat dwoc lanh bénh

3- Diéu trj triéu chirng trén co’ s& hé tro gidm
protein va tranh lam nang thém ton thwong than
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